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(57) Abstract: Squaric acid Derivatives of formula 
(1) are described: wherein R* is an integrin 
binding group; is a hydrogen atom or a Ci^ 
alkyl group; L* is a covalent bond or a linker 
atom or group; n is z^o or the integer 1; Alk' 
is an optionally substituted aliphatic chain; R^ 
is a hydrogen atom or an optionally substituted 
heteroalijAatic, cycloaliphatic, heterocycloalipbatic, 
polycycloal^diatic, polyheterocycloalq>hatic, 
aromatic or h^eroaromatic group: and Ae salts, 
solvates, hydrates and N-oxides thereof. The 
compounds are able to inhibit the binding of integrins to dieir ligands and are of use in the prophylaxis and treatment of immune or 
inflammatory disorders, or disorders involving the inappn^riate growth or migration of cells. 
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SQUARIC ACID DERIVATIVES AS CELL ADHESION MOLECULES 

This invention relates to a series of squaric acid derivatives, to 
compositions containing them, to processes for their preparation, and to 
5 their use in medicine. 

Over the last few years it has become increasingly clear that the physical 
interaction of inflammatory leukocytes with each other and other cells of 
the body plays an important role in regulating immune and inflammatory 
10 responses [Springer. T A. Nature, 345. 425. (1990); Springer, T. A. Cell 
2g, 301, (1994)]. Many of these interactions are mediated by specific cell 
surface molecules collectively refen-ed to as cell adhesion molecules. 

The adhesion molecules have been sub-divided into different groups on 
15 the basis of their structure. One family of adhesion molecules which is 
believed to play a particularly important role in regulating immune and 
inflammatory responses is the integrin family. This family of cell surface 
glycoproteins has a typical non-covalently linked heterodimer structure. At 
least 14 different integrin alpha chains and 8 different integrin beta chains 
20 have been identified [Sonnenberg, A. Current Topics in Microbiology and 
Immunology, 184. 7, (1993)]. The members of the family are typically 
named according to their heterodimer composition although trivial 
nomenclature is widespread in this field. Thus the integrin termed a4pi 
consists of the integrin alpha 4 chain associated with the integrin beta 1 
25 chain, but is also widely referred to as Very Late Antigen 4 or VLA4. 

Some integrin chains are capable of pairing with more than one partner. 
For example, the ay chain has been reported to pair with the beta 1 chain, 
the beta 3 chain, the beta 5 chain, the beta 6 chain and the beta 8 chain to 

30 give molecules which bind to different sets of ligands and which are 
referred to respectively as the integrins aypi. avP3» ccyPs. otype. and avPs 
Not ail of the potential pairings of integrin alpha and beta chains have yet 
been observed in nature and the integrin family has been subdivided into a 
number of subgroups based on the pairings that have been recognised 

35 [Sonnenberg, A ibisR- 
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The importance of integrin function in nomial physiological responses is 
highlighted by two human deficiency diseases in which integrin function is 
defective. Thus in the disease temied Leukocyte Adhesion Deficiency 
(LAD) there is a defect in one of the families of integrins expressed [on 
5 leukocytes. Patients suffereing from this disease have a reduced ability to 
recruit leukocytes to inflammatory sites and suffer recurrent infections 
which in extreme cases may be fatal. In the case of patients suffering from 
the disease termed Gianzman's thrombasthenia (a defect in a member of 
the beta 3 integer famly) there is a defect in blood clotting. 

10 

The potential to modify integrin function in such a way as to beneficially 
modulate cell adhesion has been extensively investigated in animal 
models using specific monoclonal antibodies and peptides that block 
various functions of these molecules [e.g. Issekutz, T. B. J. Immunol. 

1 5 3394. (1992); Li, Z. st3l Am. J. Physiol. 222. L723. (1992); Mitjans et al 
J. Cell Sci. 112a, 2825 (1995), Brooks P.C. et al J.Clin. Invest. 9g, 1815 
(1995), Binns. R. M.qLMJ. Immunol. 15Z, 4094, (1996), Hammes. H-P, et 
al Nature Medicine 2. 529 (1996), Srivata. S. et al Cardiovascular Res. 2S, 
408 (1997)]. A number of monoclonal antibodies which block integrin 

20 function are currently being investigated for their therapeutic potential in 
human disease. 

Inhibition of integrin-mediated cell interaction can be expected to be 
beneficial in a number of disease states, and in addition to the monoclonal 

25 antibodies and peptides just mentioned there has been great interest in 
selective low molecular weight inhibitors of integrin function. Thus, for 
example selective a4 integrin inhibitors have been described in 
International patent Specifications Nos. W096/22966, WO97/03094, WO 
98/04247, WO98/04913. W098/53814, W098/53817, W098/53818, 

30 WO98/54207. WO98/58902. WO99/06390. WO99/06431 -06437, 
WO99/10312, WO99/10313, WO99/67230. WO 99/26922, WO99/60015. 
W099/26921, W09936393, W099/52898 and W099/64395. Numerous 
selective ay integrin inhibitors have also been described, for example in 
International Patent Specifications Nos. WO97/08145, WO97/23480. 

35 W097/36858, W097/36859, W097/36861, W097/36862. W097/44333, 
W097/47618, W098/31359. W098/25892. WO98/18460, W099/44994. 
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WO99/30709. WO99/31061. WO 99/26945, W099/52896. W099/52879. 
W099/32457, WO99/31099, WOOO/07544, WOOO/00486, WOOO/06169. 
WOOO/17197 and WOOO/01383. 

5 While it is clearly possible to obtain selective integrin inhibitors, their 
usefulnesses in medicine may be limited due to poor pharmacokinetic 
properties. Thus, for example, in our hands, integrin inhibitors falling 
within the general structural types featured in the above-mentioned patent 
specifications are not particularly attractive for development as medicines 

10 since they can be cleared rapidly from the body. In order to overcome this 
problem we have made use of a squaric acid framework which can be 
readily adapted to provide potent and selective integrin inhibitors using 
recognised integrin binding groups (for example as described herein and in 
the patent specifications listed above), vvtiich advantageously possess 

15 good pharmacokinetic properties, especially low plasma clearance. 

Thus according to one aspect of the invention we provide a compound of 
formula (1) 



wherein 

R1 is an integrin binding group; 
R2 Is a hydrogen atom or a Ci-ealkyI group; 
25 L'* is a covalent bond or a linker atom or group; 
n is zero or the integer 1 ; 
Alk'* is an optionally substituted aliphatic chain; 

R3 is a hydrogen atom or an optionally substituted heteroaliphatic, 
cycloaliphatic, heterocycloaliphatic, polycycloaliphatic, polyheterocyclo- 
30 aliphatic, aromatic or heteroaromatic group: 

and the salts, solvates, hydrates and N-oxides thereof. 



R'-N 




20 



(1) 
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It will be appreciated that compounds of formula (1 ) may have one or more 
chiral centres, and exist as enantiomers or diastereomers. The invention is 
to be understood to extend to alt such enantiomers. diastereomers and 
mixtures thereof, including racemates. Formula (1) and the formulae f 
5 hereinafter are intended to represent all individual isomers and mixtures 
thereof, unless stated or shown otherwise. 

In the compounds according to the invention, integrin-binding groups 
represented by R'l include for example those which are able to bind a4- or 
. 10 ttv-integrins. Particular examples of such integrins include a4pi , a4p7 and 
avPs integrins. 

In general, the term integrin-binding group is used herein in relation to R'' 
to mean any group which when part of the compound of formula (1) is able 

15 to interact with an integrin to modulate cell adhesion \n vivo and achieve a 
therapeutic response. Typically the R'^ group may bind to the integrin in 
such a way that it modulates the interaction of the integrin with its ligand. 
Thus for example the R"* group may inhibit binding of the ligand and 
decrease cell adhesion. Such a response enables appropriate R^ groups 

20 to be readily identified using small scale routine in vitro screening assays 
to determine the degree of inhibition of Integrin-ligand binding in the 
presence of a compound of formula (1). Examples of such screening 
assays are widely reported in the literature, for example in the papers and 
International patent specifications described above, and in the Examples 

25 hereinafter. 

Thus in general R'* may be any group which when present in a compound 
of formula (1) is able to bind to an integrin such that the compound of 
formula (1) inhibits the binding of the integrin with its ligand with an IC50 of 
30 lOjiM or below, particularly 1 ^iM or below, especially 500nM or below, e.g. 
in the range 0 .001 - 500nM. 

Particular R'* groups in compounds of the invention include those of 
formula Ar^L^Ar^Alk- wherein Ar^ is an optionally substituted aromatic or 
35 heteroaromatic group, is a linker atom or group, Ar^ is an optionally 
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substituted phenylene or nitrogen-containing six-membered heteroarylene 
group and Alk is a chain: 

-CH2-CH(R)-. -CH=C(R)-, -CH- or -C- 

I II 

5 CH2R CHR 

where R is a carboxylic acid (-CO2H) or a derivative or biostere thereof. 

R^ groups of this type are particularly useful for binding 04 integrins and 
compounds of formula (1) incorporating the Ar^L^Ar^Alk- function can be 
10 expected to inhibit 04 integrins such as a4Pi and/or a4p7 at concentrations 
at which they generally have no or minimal inhibitory action on integrins of 
other a subgroups. Such compounds are of use in medicine, for example 
in the prophylaxis and treatment of immune or inflammatory disorders as 
described hereinafter. 

15 

Optionally substituted aromatic groups represented by Ar^ when present in 
the group R'' include for example optionally substituted monocyclic or 
bicyclic fused ring Cs^^2 aromatic groups, such as phenyl, 1- or 2maphthyl. 
1- or 2-tetrahydronaphthyl, indanyl or indenyl groups. 

20 

Optionally substituted heteroaromatic groups represented by the group Ar'' 
when present in the group R'^ include for example optionally substituted 
C1.9 heteroaromatic groups containing for example one, two. three or four 
heteroatoms selected from oxygen, sulphur or nitrogen atoms. In general, 

25 . the heteroaromatic groups may be for example monocyclic or bicyclic 
fused ring heteroaromatic groups. Monocyclic heteroaromatic groups 
include for example five- or six-membered heteroaromatic groups 
containing one, two, three or four heteroatoms selected from oxygen, 
sulphur or nitrogen atoms. Bicyclic heteroaromatic groups include for 

30 example eight- to thirteen-membered fused-ring heteroaromatic groups 
containing one. two or more heteroatoms selected from oxygen, sulphur or 
nitrogen atoms. 

Particular examples of heteroaromatic groups of these types include 
35 pyrrolyl. furyl. thienyl. imidazolyl. N-Ci-ealkylimidazolyl, oxazolyl. 
isoxazolyl. thiazolyl. isothiazolyl. pyrazolyl. 1.2.3-triazolyl. 1.2.4-triazolyl, 
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1 ,2.3rOxadiazolyl. 1 .2.4-oxadiazolyl. 1 ,2,5-oxadiazolyl. 1 .3,4-oxadia2olyl. 
1 ,3,4-thiadiazole, pyridyl, pyrimidinyl, pyridazinyl, pyrazinyl, 1,3,5-triazinyl. 
1 .2,4-tria2inyl. 1.2,3-triazinyl, benzofuryl. [2,3-dihydro]benzofuryl. [2.3- 
dihydro]benzothienyl, benzothienyl, benzotriazolyl, indolyl, isoindolyl. 

5 benzimidazolyl, imidazo[1,2-a]pyridyl, benzothiazolyl, benzoxazolyl. 
benzopyranyl, [3,4-dihydro)benzopyranyl. quinazolinyl. quinoxalinyl, 
naphthyridinyl, especially 2,6-naphthyridinyl. pyrido[3,4-b]pyridyl, 
pyrido[3,2-blpyridyl, pyrido[4,3-b]-pyridyl. quinolinyl. isoquinolinyl, 
tetrazolyl. 5.6.7, 8-tetrahydroquinolinyl, 5.6,7,84etrahydroisoquinolinyl. and 

10 imidyl, e.g. succinimidyl, phthalimidyl, or naphthalimidyl such as 1,8- 
naphthalimidyl. 

Each aromatic or heteroaromatic group represented by the group Ar"* may 
be optionally substituted on any available carbon or, when present, 

15 nitrogen atom. One, two, three or more of the same or different 
substituents may be present and each substituent may be selected for 
example from an atom or group -L3(Alk2)tL4(R4)u in which and L^, 
which may be the same or different, is each a covalent bond or a linker 
atom or group, t is zero or the integer 1 , u is an integer 1. 2 or 3, Alk^ is an 

20 aliphatic or heteroaliphatic chain and R* Is a hydrogen or halogen atom or 
a group selected from optionally substituted Ci-ealkyI or C3.8 cycloalkyi, 
-0R5 [where R5 Is a hydrogen atom, an optionally substitued Ci^alkyl or 
C3.8 cycloalkyi group], -SR^. -NR5r6 [where R^ is as just defined for R^ 
and may be the same or different]. -NO2, -CN. -C02R5. -SO3H, -S0R5, 

25 -S02R^ -SO3R5. -OCO2R5, -CONR5R6. .0C0NR5r6. -CSNR5r6, 
-C0R5, -0C0R5. -N(R5)C0R6, -N(R5)CSR6, -S02N(R5)(R6), 
-N(R5)S02R^, N{R5)C0N(R6)(R7) [where R7 is a hydrogen atom, an 
optionally substituted Ci-ealkyI or Ca-scycloalkyi group], 
-N(R5)CSN(R6)(R7) or -N(R5)S02N(R6){R7). provided that when t is zero 

30 and each of and is a covalent bond then u Is the Integer 1 and is 
other than a hydrogen atom. 

When L3 and/or is present in these substituents as a linker atom or 
group it may be any divalent linking atom or group. Particular examples 
35 Include -O- or -S- atoms or -C(0)- -C(0)0-. -0C(0)-. -C(S)-. -S(0)-. 
-S(0)2-. -N(R8)- [where R8 is a hydrogen atom or an optionally 
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substituted Ci.ealkyI group], .N(R8)0-. -N{RS)N-. -C0N(R8h 
.0C(0)N(R8)-. .cSN(R8)., -N(R8)C0-, -N(RS)C(0)0-. -N(R8)CS-. 
-S(0)2N(R«h -N{R8)S(0)2- -N(R8)C0N(R8)-, -N(R8)CSN(R8)-, or 
.N(R®)S02N(RS)- groups. Where the linker group contains two R^ 
5 substituents, these may be the same or different. 

When R4. R^, R^, R^ and/or R^ is present as a Ci-ealkyI group it may be 
a straight or branched Ci-ealkyl group, e.g. a Ci-aalkyl group such as a 
methyl or ethyl group. Cs^cycloalkyl groups represented by R^, R^, R®. R'^ 

10 and/or R^ include Ca-ecycloalkyI groups e.g. cyclopropyl. cyclobutyl, 
cyclopentyl and cyclohexyl groups. Optional substituents which may be 
present on such alkyi and cycloalkyi groups include for example one, two 
or three substituents which may be the same or different selected from 
halogen atoms, for example fluorine, chlorine, bromine or iodine atoms, or 

1 5 hydroxy or Ci-ealkoxy e.g. methoxy or ethoxy groups. 

When the groups R^ and R^ or R^ and R^ are both Ci-ealkyl groups these 
groups may be joined, together with the N atom to which they are 
attached, to form a heterocyclic ring. Such heterocyclic rings may be 
20 optionally interrupted by a further heteroatom selected from -0-, -S-.or 
'N(R5)-. Particular examples of such heterocyclic rings include piperidinyl, 
morpholinyl, thiomorpholinyl, pyrrolidinyl, imidazolidinyl and piperazinyl 
rings. 

25 When Alk^ is present as an aliphatic or heteroaliphatic chain it may be for 
example any divalent chain corresponding to the below-mentioned 
aliphatic or heteroaliphatic group described for Alk^ or R^ respectively. 

Halogen atoms represented by R^ in the optional Ar^ substituents include 
30 fluorine, chlorine, bromine, or iodine atoms. 

Examples of the substituents represented by -L3(Alk2)tL^(R4)u when 
present in Ar'* groups in compounds of the invention include atoms or 
groups -L^AIk^L^R^, -L^AIk^R^. -L^R^. -R4 and •Alk2R4 wherein L^. Alk2, 
35 and R^ are as defined above. Particular exarnples of such substituents 
include •L3CH2L4r4. -L3CH(CH3)L4r4. -L3CH{CH2)2L^R^ -L3CH2R^, 
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-L3CH(CH3)R^. -L3(CH2)2R^. -CH2R^, -CH(CH3)R^ , -{CH2)2R^ and -R^ 
groups. 

Thus Ar'* in compounds of the invention may be optionally substituted for 

5 example by one, two, three or more halogen atoms, e.g. fluorine, chlorine, 
bromine or iodine atoms, and/or Ci-ealkyI, e.g. methyl, ethyl, n-propyl, i- 
propyl, n-butyl or t-butyl, Ca-scycloalkyI, e.g. cyclopropyl, cyclobutyl, 
cyclopentyl or cyclohexyl, Ci.ehydroxyalkyI, e.g. hydroxymethyl, 
hydroxyethyl or -C(OH)(CF3)2. carboxyCi-ealkyl. e.g. carboxyethyl, Ci. 

10 ealkylthio e.g. methylthio or ethylthio, carboxyCi-ealkylthio, e.g. 
carboxymethylthio. 2-carboxyethylthio or 3-carboxy-propylthio, Ci^alkoxy, 
e.g. methoxy or ethoxy, hydroxyCj-ealkoxy, e.g. 2-hydroxyethoxy. haloCi- 
ealkyl. e.g. -CF3. -CHF2, CH2F. haloCi-ealkoxy, e.g. -OCF3, -OCHF2, 
-OCH2F. Ci.6alkylamino, e.g. methylamino or ethylamino. amino (-NH2), 

15 aminoCi-ealkyI, e.g. aminomethyl or aminoethyl, Ci.edialkylamino, e.g. 
dimethylamino or diethylamino, Ci-ealkylaminoCi-ealkyl. eg. 
ethytaminoethyl, Cve dialkylaminoCi-ealkyl. e.g. diethylaminoethyl, 
aminoCi-ealkoxy, e.g. aminoethoxy, Ci-ealkylaminoCi.ealkoxy. e.g. 
methylaminoethoxy, Ci-edialkylaminoCi-ealkoxy, e.g. dimethylamino- 

20 ethoxy, diethylaminoethoxy, isopropylaminoethoxy. or dimethylamino- 
propoxy. nitro. cyano. amidino. hydroxyl (-0H), formyl IHC(0)-1, carboxyl 
(-CO2H). -C02Alk3 [where Alk^ is as defined below for Alk^l, Ci^ alkanoyi 
e.g. acetyl, thiol (-SH). thioCi-ealkyl, e.g. thiomethyl or thioethyl, sulphonyl 
(-SO3H). -S03Alk3. Ci-ealkylsulphinyl, e.g. methylsulphinyl. Ci- 

25 ealkylsulphonyl, e.g. methylsulphonyl, aminosulphonyl (-SO2NH2), C1.6 
alkylaminosutphonyl, e.g. methylaminosulphonyl or ethylaminosulphonyl, 
d-edialkylaminosulphonyl, e.g. dimethylaminosulphonyl or diethylamino- 
sulphonyl, phenylaminosulphonyl. carboxamido (-CONH2), Ci-ealkyl- 
aminocarbonyl, e.g. methylaminocarbonyl or ethylaminocarbonyl, Ci- 

30 edialkylaminocarbonyl, e.g. dimethylaminocarbonyl or diethylamino- 
carbonyl, aminoCi-ealkylaminocarbonyl, e.g. aminoethylaminocarbonyl. 
Ci.6dialkylaminoCi-6alkylaminocarbonyl, e.g. diethylaminoethylamino- 
carbonyl, aminocarbonylamino, Ci-ealkylaminocarbonylamino, e.g. 
methylaminocarbonylamino or ethylaminocarbonylamino, Ci^dialkylamin- 

35 ocarbonylamino, e.g. dimethylaminocarbonylamino or diethylamino- 
carbonylamino, Ci-ealkylaminocabonylCi-ealkylamino. e.g. methylamino- 
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carbonylmethylamino. aminothiocarbonylamino, Ci-ealky'anninothio- 
carbonylamino, e.g. methylaminothiocarbonylamino or ethylaminothio- 
carbonylamino. Ci-edialkylaminothiocarbonylamino. e.g. dimethylamino- 
thiocarbonylamino or diethylaminothiocarbonylamino, Ci-ealkylamino- 

5 thiocarbonylCi^alkylamino, e.g. ethylaminothiocarbonylmethylamino. Ci. 
ealkylsulphonylamino. e.g. methylsulphonylamino or ethylsulphonylamino, 
Ci-6dialkylsulphonylamino, e.g. dimethylsulphonylamino or diethyl- 
sulphonylamino, aminosulphonylamino (-NHSO2NH2), Ci-ealkylamino- 
sulphonylamino, e.g. methylaminosulphonylamino or ethylaminosulphonyl- 

10 amino, Ci-edialkylaminosulphonylamino. e.g. dimethylaminosulphonyl- 
amino or diethylaminosulphonylamino, Ci-ealkanoylamino, e.g. 
acetylamino. aminoCi-ealkanoylamino e.g. aminoacetylamino, Ci. 
edialkylaminoCi-ealkanoylamino, e.g. dimethylaminoacetylamino, Ci- 
ealkanoylaminoCi-ealkyl. e.g. acetylaminomethyl. Ci-6alkanoylaminoCi. 

15 ealkylamino. e.g. acetamidoethylamino, Ci-ealkoxycarbonylamino. e.g. 
methoxycarbonylamino, ethoxycarbonylamino or t-butoxycarbonylamino 
groups. 

L2 when present as part of the group in cx)mpounds of the invention 
20 may be a linker atom or group L2a or a linker -Alk3(L2a)y- where Alk^ is an 
optionally substituted aliphatic or heteroaliphatic chain as previously 
defined for Alk2. and L2a is a linker atom or group as described above for 
and and y is zero or the integer 1 . 

25 Optionally substituted nitrogen-containing six-membered heteroarylene 
groups represented by Ar^ when present as part of the group include 
optionally substituted pyridiyl. pyrimidindiyi, pyridazindiyl. pyrazindiyi and 
triazindiyi groups. Each group may be attached to the remainder of the 
molecule through any available ring carbon atoms. 

30 

The phenylene and nitrogen-containing heteroarylene groups represented 
by Ar2 may be optionally substituted by one or two substituents selected 
from the atoms or groups -L3(Alk2)tL4(R4)u described herein. Where two 
of these atoms or groups are present they may be the same or different. 



35 
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When the group R is present in R'* in compounds of the invention as a 
derivative of a carboxylic acid it may be for example a carboxylic acid ester 
or amide. Particular esters and amides include -COzAlk^ and -CONR^R® 
groups as defined herein. When R is a biostere of a carboxylic acid it may 
5 be for example a tetrazole or other acid such as phosphonic acid, 
phosphinic acid, sulphonic acid, sulphinic acid or boronic acid or an 
acyisulphonamide group. 

When the group R2 is present in compounds of the invention as a d-ealky' 
10 group it may be for example a straight or branched Ci-ealkyt group, e.g. a 
Ci-3alkyl group such as a methyl or ethyl group. 

The linker atom or group represented by L'' in compounds of formula (1) 
may be any linker atom or group as described above for the linker atom or 
15 group L^. 

When the group Alk'* is present in compounds of formula (1) as an 
optionally substituted aliphatic chain it may be an optionally substituted Ci. 
io aliphatic chain. Particular examples include optionally substituted 
20 straight or branched chain Ci-6 alkylene, C2-6 alkenylene, or .C2-6 
alkynylene chains. 

Particular examples of aliphatic chains represented by Alk^ include 
optionally substituted -(CH2)2-. -CH{CH3)CH2- -(CH2)2CH2-. 

25 -(CH2)3CH2-. -CH(CH3)(CH2)2-. -CH2CH{CH3)CH2-. -C(CH3)2CH2- 
.CH2C(CH3)2CH2-. -(CH2)2C{CH3)2CH2-. -(CH2)4CH2-. -(CH2)5CH2- 
•CHCH-, -CHCHCH2-. -CH2CHCH-, -CHCHCH2CH2-, -CH2CHCHCH2-. 
-(CH2)2CHCH-, -CCCH2-. -CH2CC-. -CCCH2CH2-. 'CH2CCCH2- or 
-(CH2)2CCH- groups. 

30 

Heteroaliphatic groups represented by the group R^ in the compounds of 
formula (1) include the aliphatic chains just described for Alk'* but with each 
containing a terminal hydrogen atom and additionally containing one, two, 
three or four heteroatoms or heteroatom-containing groups. Particular 
35 heteroatoms or groups include atoms or groups where Is as defined 
above for when is a linker atom or group. Each atom or group 
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may interrupt the aliphatic group, or may be positioned at its terminal 
carbon atom to connect the group to an adjoining atom or group. 
Particular examples include optionally substituted -L^CHa, -CH2L5CH3 , 

-LSCHzCHs. -CH2L5CH2CH3. -(CH2)2L5CH3. -{CH2)3L5CH3. -L5(CH2)3. 
5 and -(CH2)2L5CH2CH3 groups. 

The optional substituents which may be present on aliphatic or 
heteroaliphatic chains represented by Alk"" and respectively include 
one, two, three or more substituents where each substituent may be the 

10 same or different and is selected from halogen atoms, e.g. fluorine, 
chlorine, bromine or iodine atoms, or -OH, -CO2H. -C02R^, where is 
an optionally substituted straight or branched Ci^alkyl group as defined 
above for R^. -C0NHR9. -C0N(Ra)2, -COCH3, Ci-ealkoxy. e.g. methoxy 
or ethoxy. thiol. -S(0)R9, -S(0)2R9, Ci-ealkylthio e.g. methylthio or 

15 ethylthio, amino or substituted amino groups. Substituted amino groups 
include -NHR^ and -N(R9)2 groups . Where two R^ groups are present in 
any of the above substituents these may be the same or different. 

Optionally substituted cycloaliphatic groups represented by the group R^ in 
20 compounds of the invention include optionally substituted C3-10 
cycloaliphatic groups. Particular examples include optionally substituted 
C3.10 cycloalkyi, e.g. C3-7 cycloalkyi or C3.10 cycloalkenyl, e.g C3-7 
cycloalkenyl groups. 

25 Optionally substituted heterocycloaliphatic groups represented by the 
group R3 include optionally substituted Cs-ioheterocycloaliphatic groups. 
Particular examples include optionally substituted C3.ioheterocycloalkyl, 
e.g. C3.7 heterocycloalkyi, or C3-ioheterocycloalkenyl, e.g. C3.7 
hetercycloalkenyl groups, each of said groups containing one, two, three 

30 or four heteroatoms or heteroatom-containing groups as defined above. 

Optionally substituted polycycloaliphatic groups represented by the group 
r3 include optionally substitued C7-10 hi- or tricycloalkyi or C7.iobi- or 
Iricydoalkenyl groups. Optionally substituted polyheterocycloaliphatic 
35 groups represented by the group R^ include the optionally substituted 
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polycycioalkyi groups just described, but with each group additionally 
containing one, two, three or four atoms or groups. 

Particular examples of cycloaliphatic, polycycloaliphatic, heterocyclo- 
5 aliphatic and polyheterocycloaliphatic groups represented by the group 
include optionally substituted cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl, cycloheptyl, 2-cyclobuten-1-yl, 2-cyclopenten-1-yl, 3- 
cyclopenten-1-yl. adamantyl, norbornyl, norbornenyl, tetrahydrofuranyl. 
pyrroline, e.g. 2- or 3-pyrrolinyl, pyrrolidinyl, pyrrolidinone. oxazolidinyl, 
10 oxazolidinone, dioxolanyl. e.g. 1,3-dioxolanyl, imidazolinyl, e.g. 2- 
imidazolinyl, imidazolidinyl, pyrazolinyl, e.g. 2-pyrazolinyl, pyrazolidinyl. 
pyranyl. e.g. 2- or 4-pyranyl. piperidinyl, piperidinone, 1 ,4-dioxanyl, 
morpholinyl, morpholinone, 1,4-dithianyl, thiomorpholinyl. piperazinyl, 
1.3.5-trithianyl. oxazinyl, e.g. 2H-1,3-, 6H-1,3-. 6H-1,2-. 2H-1.2- or 4H-1,4- 
15 oxazinyl. 1,2.5-oxathiazinyl. isoxazinyl, e.g. o- or p-isoxazinyl, 
oxathiazinyl, e.g. 1,2,5 or 1.2,6-oxathiazinyl, or 1,3.5,-oxadiazinyl groups. 

The optional substituents which may be present on the cycloaliphatic. 
polycycloaliphatic. heterocycloaliphatic or polyheterocycloaliphatic groups 

20 represented by the group include one, two, three or more substituents 
each selected from halogen atoms, e.g. fluorine, chlorine, bromine or 
iodine atoms, or Ci-ealkyl. e.g. methyl or ethyl, haloCi-ealkyl. e.g. 
halomethyl or haloethyl such as difluoromethyl or trifluoromethyl, optionally 
substituted by hydroxyl. e.g. -C(OH)(CF3)2. Ci^alkoxy, e.g. methoxy or 

25 ethoxy, haloCi-ealkoxy, e.g. halomethoxy or haloethoxy such as 
difluoromethoxy or trifluoromethoxy. thiol, Ci.ealkylthio e.g. methylthio or 
ethylthio, or -{Alk4)vR"'° groups in which Alk* is a straight or branched Ci- 
salkylene chain, v Is zero or an integer 1 and R'lO is a -OH, -SH, 
-N(R11)2, (in which R^^ is an atom or group as defined herein for R^) -CN, 

30 -C02R1V -NO2. -C0N(R11)2. -CSN(R11)2. -CORH, -CSN(R11)2. 
-N(R11)C0R11. -N(R11)CSR1^ -S02N(R11)2, -N(R11)S02R1^ 
-N(Rii)C0N(Rii)2, -N(R11)CSN(R11), N(R11)S02N(R11)2 or optionally 
substituted phenyl group. Where two R"""" atoms or groups are present in 
these substituents these may be the same or different. Optionally 

35 substituted phenyl groups include phenyl substituted by one. two or three 
of the R''3 groups described below 
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Additionally. >vhen the group is a heterocycloaliphatic group containing 
one or more nitrogen atoms each nitrogen atom may be optionally 
substituted by a group -(L6)p(Alk5)qRl2 in which is -C(0)-, -C(0)0-, 
5 -C(S)-, -S(0)2- -CON(Riih -CSN(R11)- or S02N(R^1)-; p is zero or an 
integer 1; Alk^ is an optionally substituted aliphatic or heteroaliphatic chain; 
q is zero or an integer 1; and R'^2 jg a hydrogen atom or an optionally 
substituted cycloaliphatic, heterocycloaliphatic, polycycloaliphatic, 
polyheterocycloaliphatic, aromatic or heteroaromatic group. 

10 

Optionally substituted aliphatic or heteroaliphatic chains represented by 
Alk^ include those optionally substituted chains described above for Alk^ 
and R^ respectively. 

15 Cycloaliphatic. heterocycloaliphatic, polycycloaliphatic or polyheterocyclo- 
aliphatic groups represented by R^2 include those groups just described 
for the group R^. Optional substituents which may be present on these 
groups include those described above in relation to Alk^ and R^ aliphatic 
and heteroaliphatic chains. 

20 

When the group R^ is an optionally substituted aromatic or heteroaromatic 
group it may be for example an aromatic or heteroaromatic group as 
described herein for the group Ar"^. 

25 Optional substituents which may be present on the aromatic or 
heteroaromatic groups represented by the group R^ include one, two, 
three or more substituents, each selected from an atom or group R^^ in 
which R^^ is -R^^a or -Alk®{R''^3)^^ where R^^a is a halogen atom, or an 
amino {-NH2). substituted amino, nitro, cyano. amidino. hydroxyl (-0H), 

30 substituted hydroxyl, formyl, carboxyl (-CO2H). esterified carboxyl. thiol 
(-SH), substituted thiol. -COR^^ [where R^^ is an -Alk6(Ri3a)^ 
cycloaliphatic, heterocycloaliphatic, aryl or heteroaryl group], -CSR^^, 
-SO3H, -S0R14 -SOzR^^. -SOsRi^ -SO2NH2, -SOzNHRi^ S02N(Ri4)2. 
-CONH2, -CSNH2, -C0NHR14. .CSNHR14, .C0N[R1% -CSN(R14)2, 

35 -N(R11)S02R^^ -N(S02R^^)2. -NH(Ril)S02NH2. -N(Rii)S02NHRi4 
-N{R11)S02N(R1<)2. -N(Rll)C0Rl4^ .N(R11)C0NH2, -N(R11)C0NHR14. 
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-N(R^1)C0N(R14)2, -N(R11)CSNH2, -N(Rll)CSNHR^^, -N(R11)CSN(R14)2, 
-N(Rii)CSRi^. -N(R11)C(0)0R1*, -SOzNHet^ [where -NHet^ is an 
optionally substituted Cs-ycyclicamino group optionally containing one or 
more other -0- or -S- atoms or -N(Ri^K -C(OK -C(Sh S(0) or -8(0)2 

5 groups]. -CONHet^, -CSNHet^ -N(Ril)S02NHet^ -N{R^i)CONHet^ 
.N(Rl^)CSNHet^ -S02N(Rll)Het2 [where Het2 is an optionally substituted 
monocyclic Cs-ycarbocydic group optionally containing one or more -O- or 
-S- atoms or -N(R^1)-, -C(0)- or -C{S)- groups], -Het^, ^C0N(R^l)Het2. 
-CSN{Rii)Het2, -N(Ril)C0N(R^i)Het2, -N(Rll)CSN(Rii)Het2. cyclo- 

10 aliphatic, heterocycloaliphatic, aryl or heteroaryl group; Alk^ is a straight or 
branched Ci-ealkylene, C2-6alkenylene or C2.6alkynylene chain, optionally 
interrupted by one, two or three -O- or -S- atoms or -S(0)n [where n is an 
integer 1 or 2] or -N(Ri5)- groups [where R'^^ is a hydrogen atom or Ci- 
ealkyl, e.g. methyl or ethyl group]; and m is zero or an integer 1, 2 or 3. It 

15 will be appreciated that when two R''^ or R'"^ groups are present in one of 
the above substituents. the R^'* or R'*^ groups may be the same or 
different. 

When in the group -Alk6(R^3a)m m is an integer 1, 2 or 3, it is to be 
20 understood that the substituent or substituents R^^^ may be present on 
any suitable carbon atom in -Alk^. Where more than one R''^^ substituent 
is present these may be the same or different and may be present on the 
same or different atom in -Alk^. Clearly, when m is zero and no 
substituent R^^a is present the alkylene, alkenylene or alkynylene chain 
25 represented by Alk® becomes an alkyi, alkenyl or alkynyl group. 

When R'^^^ jg a substituted amino group it may be for example a group 
-NHR14 [where R^^ jg as defined above] or a group -N(R^^)2 wherein each 
R'*^ group is the same or different. 

30 

When R^^3 jg g halogen atom it may be for example a fluorine, chlorine, 
bromine, or iodine atom. 

When Ri^s is a substituted hydroxyl or substituted thiol group it may be for 
35 example a group -OR^^ or a -SR^^ or -SC(=NH)NH2 group respectively. 
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Esterified carboxyl groups represented by the group R'*^^ include groups of 
formula -C02Alk7 wherein Alk^ is a straight or branched, optionally 
substituted Cvsalkyl group such as a methyl, ethyl, n-propyl. i-propyl, n- 
butyl, i-butyl. s-butyl or t-butyl group; a C6-i2arylCi-8alkyl group such as an 

5 optionally substituted benzyl, phenylethyl. phenylpropyl, 1 -naphthylmethyl 
or 2-naphthylmethyl group; a Ce-iaaryl group such as an optionally 
substituted phenyl, 1-naphthyl or2-naphthyl group; a Ce-izary'oxyCi-salkyl 
group such, as an optionally substituted phenyloxymethyl, phenyloxyethyl, 
1-naphthyloxymethyl. or 2-naphthyloxymethyl group; an optionally 

10 substituted Ci.salkanoyloxyCi-salkyI group, such as a pivaloyloxymethyl, 
propionyloxyethyt or propionyloxypropyl group; or a C6-i2aroyloxyCi.8alkyl 
group such as an optionally substituted benzoyloxyethyl or benzoyloxy- 
propyl group. Optional substituents present on the Alk^ group include R''^^ 
substituents described above. 

15 

When Alk^ is present in or as a substituent it may be for example a 
methylene, ethylene, n-propylene, i-propylene, n-butylene, i-butylene, s- 
butylene, t-butylene, ethenylene, 2-propenylene, 2-butenylene, 3- 
butenylene, ethynylene. 2-propynylene, 2-butynylene or 3-butynylene 
20 chain, optionally interrupted by one. two, or three -O- or -S-. atoms or 
-S(Oh -S{0)2- or -N(R9)- groups. 

Cycloaliphatic or heterocycloaliphatic groups represented by the groups 
Rl3a or R'l^ include those optionally substituted C3-iocycloaliphatic or C3-10 
25 heterocycloaliphatic groups described above for R^. 

Aryl or heteroaryl groups represented by the groups R''^^ or R^^ include 
mono- or bicyclic optionally substituted C6-12 aromatic or C1-9 
heteroaromatic groups as described above for the group Ar'*. The 
aromatic and heteroaromatic groups may be attached to the remainder of 
the compound of formula {1 ) by any carbon or hetero e.g. nitrogen atom as 
appropriate. 

When -NHet^ or -Het^ forms part of a substituent R'*^ each may be for 
example an optionally substituted pyrrolidinyl, pyrazolidinyl, piperazinyl. 
morphoHnyl, thiomorpholinyl. piperidinyl or thiazolidinyl group. Additionally 
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Het2 may represent for example, an optionally substituted cyclopentyl or 
cyclohexyl group. Optional substltuents which may be present on -NHef 
or -Het2 include those substituents described above. 

5 Particularly useful atoms or groups represented by R""^ include fluorine, 
chlorine, bromine or iodine atoms, or Ci-ealkyI, e.g. methyl, ethyl, n-propyl, 
i-propyl, n-butyl or t-butyl, optionally substituted phenyl, pyridyl, pyrimidinyl, 
pyrrolyl, furyl, thiazolyl. thienyl, morpholinyl. thiomorpholinyl, piperazinyl, 
e.g. t-butyloxycarbonylpiperazinyl, pyrrolidinyl. dioxolanyl. dioxanyl, 

10 oxazolidinyl. thiazolidinyl, imidazolidinyl or piperidinyl. Ci^hydroxyalkyl, 
e.g. hydroxymethyl or hydroxyethyl. carboxyCi-ealkyl. e.g. carboxyethyl, 
Ci-ealkylthio e.g. methylthio or ethylthio, carboxyCi-ealkylthio, e.g. 
carboxymethylthio, 2-carboxyethylthio or 3-carboxypropylthio, Ci^alkoxy, 
e.g. methoxy or ethoxy, hydroxyCi-ealkoxy, e.g. 2-hydroxyethoxy. 

15 optionally substituted phenoxy, pyridyloxy, thiazolyoxy, phenylthio or 
pyridylthio. C4.7cycloalkyl, e.g. cyclobutyl, cyclopentyl, Cs-ycycloalkoxy. 
e.g. cyclopentyloxy. haloCi-ealkyI, e.g. trifluoromethyl, haloCi-salkoxy, e.g. 
trifluoromethoxy. Ci.ealkylamino, e.g. methylamino, ethylamino or 
propylamine, C6-12arylC1-6alkylamino, e.g.benzylamino, 4-fluorobenzyl- 

20 amino or 4-hydroxyphenylethylamino, amino (-NH2). aminoCi-ealkyI, e.g. 
aminomethyl or aminoethyl, Ci-edialkylamino, e.g. dimethylamino or 
diethylamino, aminoC1-6alkylamino, e.g. aminoethylamino or aminopropyl- 
amino. optionally substituted HetiNCi-ealkylamino. e.g. 3-morpholino- 
propylamino. Ci-ealkylaminoCi-ealkyl, e.g. ethylaminoethyl, Ci^dialkyl- 

25 aminoCi^alkyl, e.g. diethylaminoethyl, aminoCi^alkoxy, e.g. aminoethoxy, 
Ci.6alkylaminoCi-6alkoxy, e.g. methylaminoethoxy, Ci-edialkylaminoCi. 
ealkoxy, e.g. dimethylaminoethoxy, diethylaminoethoxy, diisopropylamino- 
ethoxy, or dimethyiaminopropoxy, hydroxyCi-ealkylamino, e.g. 2-hydroxy- 
ethylamino, 3-hydroxy propylamine or 3-hydroxybutylamino, imido, such as 

30. phthalimido or naphthalimido, e.g. 1,8-naphthalimido. nitro. cyano. 
amidino. hydroxy! (-0H), formyl [HC(0)-], carboxyi (-CO2H). -C02Alk7 
(where Alk^ is as defined above], C1.6 alkanoyi e.g. acetyl, propyryl or 
butyryl, optionally substituted benzoyl, thiol (-SH), thioCi -ealkyl. e.g. 
thiomethyl or thioethyl, -SC(=NH)NH2. sulphonyl (-SO3H), -SOaAlk^. Ci- 

35 ealkylsulphinyl, e.g. methylsulphinyl, ethylsulphihyl or propylsulphinyl. Ci- 
ealkylsulphonyl. e.g. methylsulphonyl, ethylsulphonyl or propylsulphonyl, 
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aminosulphonyl (-SO2NH2), Ci-ealkylaminosulphonyl, e.g. 
methylaminosulphonyl, ethylaminosulphonyl or propylaminosulphonyl Ci- 
edialkylaminosulphonyl, e.g. dimethylaminosulphonyl or diethylamino- 
sulphonyl, phenylaminosulphonyl, carboxamido (-CONH2), Ci-ealkylamino- 
5 carbonyl, e.g. methylaminocarbonyl, ethylaminocarbonyl or propylamino- 
carbonyl, Ci-edialkylaminocarbonyl, e.g. dimethylaminocarbonyl or 
diethylaminocarbonyl, aminoCi-ealkylaminocarbonyl, e.g. aminoethyl- 
aminocarbonyl, d-ealkylaminoCi-ealkylaminocarbonyl, e.g. methylamina 
ethylaminocarbonyl. Ci^dialkylaminoCi-ealkylaminocarbonyl, e.g. diethyl- 

10 aminoethylaminocarbonyl, aminocarbonylamino. Ci-ealkylaminocarbonyl- 
amino, e.g. methy lam inocarbony (amino or ethylaminocarbonylamino, Ci- 
edialkylaminocarbonylamino. e.g. dimethylaminocarbonylamino or diethyl- 
aminocarbonylamino. Ci-ealkylaminocabonylCi-ealkylamino. e.g. methyl- 
aminocarbonylmethylamino, aminothiocarbonylamino, Ci-ealkylaminothio- 

15 carbonylamino, e.g. methylaminothiocarbonylamino or ethylaminothio- 
carbonylamino, Ci-edialkylaminothioGarbonylamino, e.g. dimethylamlno- 
thiocarbonylamino or diethylaminothiocarbonylamino, Ci.6alkylaminothio- 
carbonylCi-ealkylamino, e.g. ethylaminothiocarbonylmethylamino, 
-C0NHC(=NH)NH2, Ci.6alkylsulphonylamino. e.g. methylsulphonylamino 

20 or ethylsulphonylamino, haloCi^alkylsulphonylamino, e.g. trifluoromethyl- 
sulphonylamino. Ci-edialkylsulphonylamino. e.g. dimethylsulphonylamino 
or diethylsulphonylamino, optionally substituted phenylsulphonylamino, 
aminosulphonylamino (-NHSO2NH2), Ci.6alkylaminosulphonylamino, e.g. 
methylaminosulphonylamino or ethylaminosulphonylamino. Ci-edialkyl- 

25 aminosulphonylamino, e.g. dimethylaminosulphonylamino or diethylamino- 
sulphonylamino, optionally substituted morpholinesulphonylamino or 
morpholinesulphonylCi.ealkylamino. optionally substituted phenylamino- 
sulphonylamino, Cvealkanoylamino, e.g. acetylamino, aminoCi-ealkanoyl- 
amino e.g. aminoacetylamino, Ci-edialkylaminoCvealkanoylamino, e.g. 

30 dimethylaminoacetylamino, Ci-ealkanoylaminoCi-ealkyI, e.g. acetylamino- 
methyl, Ci-ealkanoylaminoCi.ealkylamino, e.g. acetamidoethylamino, Ci. 
ealkoxycarbonylamino, e.g. methoxycarbonylamino, ethoxy carbonylamino 
or t-butoxycarbonylamino or optionally substituted benzyloxy, 
pyridylmethoxy. thiazolylmethoxy, benzyloxycarbonylamino, benzyloxy- 

35 cartonylaminod-ealkyl e.g. benzyloxycarbonylaminoethyl. thiobenzyl, 
pyridyrmethylthio or thiazolylmethyKhio groups. 
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Where desired, two R^^ substituents may be linked together to form a 
cyclic group such as a cyclic ether, e.g. a Ci^alkylenedioxy group such as 
methylenedioxy or ethylenedioxy. 

5 

It will be appreciated that where two or more R^^ substituents are present, 
these need not necessarily be the same atoms and/or groups. In general, 
the substituent{s) may be present at any available ring position in the 
aromatic or heteroaromatic group represented by R^. 

10 

The presence of certain substituents in the compounds of fomaula (1) may 
enable salts of the compounds to be formed. Suitable salts include 
pharmaceutically acceptable salts, for example acid addition salts derived 
from inorganic or organic acids, and salts derived from inorganic and 
15 organic bases. 

Acid addition salts include hydrochlorides, hydrobromides, hydroiodides. 
alkylsulphonates, e.g. methanesulphonates, ethanesulphonates, or 
isothionates, arylsuiphonates. e.g. p-toluenesulphonates, besylates or 
20 napsylates, phosphates, sulphates, hydrogen sulphates, acetates, 
trifluoroacetates, propionates, citrates, maleates. fumarates. malonates. 
succinates, lactates, oxalates, tartrates and benzoates. 

Salts derived from inorganic or organic bases include alkali metal salts 
25 such as sodium or potassium salts, alkaline earth metal salts such as 
magnesium or calcium salts, and organic amine salts such as morpholine. 
piperidine, dimethylamine or diethylamine salts. 

Particularly useful salts of compounds according to the invention include 
30 pharmaceutically acceptable salts, especially acid addition pharma- 
ceutically acceptable salts. 

In the compounds according to the invention the group Ri is preferably an 
AriL2Ar2Alk- group. In compounds of this type Ar^ is preferably an 
35 optionally substituted phenyl, monocyclic heteroaromatic or bicyclic 
heteroaromatic group. Particularly useful monocyclic heteroaromatic 
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groups are optionally substituted five- or six-membered heteroaromatic 
groups as described previously, especially five- or six-membered 
heteroaromatic groups containing one or two heteroatoms selected from 
oxygen, sulphur or nitrogen atoms. Nitrogen-containing groups are 

5 especially useful, particularly pyridyl or pyrimidinyl groups. Particularly 
useful substituents present on these Ar^ groups include halogen atoms or 
optionally substituted alkyl. -OR^. -SR^, -NR^RS, ^COzH, -CO2CH3, -NO2 
or -CN groups as described above in relation to the compounds of formula 
(1). Particularly useful bicyclic heteroaromatic groups represented by Ar^ 

10 include optionally substituted ten-membered fused-ring heteroaromatic 
groups containing one or two heteroatoms. especially nitrogen atoms. 
Particular examples include optionally substituted naphthyridinyl, 
especially 2,6-naphthyridinyl, quinolinyl and isoquinolinyl, especially 
isoquinolin-1-yl groups. Particular optional substituents include those just 

1 5 described for monocyclic heteroaromatic groups. 

A particularly useful group of compounds according to the invention has 
the formula (2a): 



20 




wherein -W= is -CH= or -N=; 

R^6 and R'*^, which may be the same or different is each a hydrogen atom 
or an atom or group -L3(Alk2)iL^(R4)u in which L^. Alk2, t, and u are 
25 as defined previously; 

L1 , l2, Ar2. Alk. R2. Alk^ . n and R3 are as defined for formula (1 ); 
and the salts, solvates, hydrates and N-oxides thereof. 

-W= in compounds of formula (2a) is preferably -N=. 

30 

R'^^ and R^^ in compounds of formula (2a> is each preferably as 
particularly described above for compounds of formula (1), other than a 
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20 

hydrogen atom. Particularly useful R''^ and R^^ substituents Include 
halogen atoms, especially fluorine or chlorine atoms, or methyl, 
halomethyl. especially -CF3, -CHF2 or -CH2F. methoxy or halomethoxy, 
especially -OCF3. -OCHF2 or -OCH2F groups. 

A further particularly useful group of compounds according to the invention 
has the fomnula (2b): 



r2 




{2b) 



wherein R^^, L\ L^. Ar2, Alk, R^, Alk^ n and R^ are as defined for formula 
(2a); 

g is zero or the integer 1,2. 3 or 4; 

and the salts, solvates, hydrates and N-oxides thereof. 



Each R^^ atom or group in compounds of formula (2b) may be 
independently selected from an atom or group -L^(Alk2)tL^(R'*)u in which 
L^, Alk2, t, L^. R4 and u are as previously defined. Particularly useful R^^ 
substituents when present in compounds of formula (2b) include halogen 
20 atoms, especially fluorine, chlorine or bromine atoms, or methyl, 
halomethyl, especially -CF3, methoxy or halomethoxy, especially -OCF3, 
-CN, -C02Me, -NO2, amino (-NH2). substituted amino (-NR^R^) and 
-N(R5)C0CH3, especially -NHCOCH3 groups, 

25 In one preferred group of compounds of formula (2b) each R''^ is a 
hydrogen atom. 



30 



Another particularly useful group of compounds according to the invention 
has the formula (2c): 
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R2 




wherein R''^. g, L\ 1.2, Ar2, Alk, R2, Alk^ n and are as defined for 
formula (2b); 

5 and the carbon atoms at positions 6 and 7 of the naphthyridine ring are 
indicated with the appropriate numerals; 
and the salts, solvates, hydrates and N -oxides thereof. 

Each R^^ atom or group in compounds of formula (2c) may be 
10 independently selected for an atom or group •L3(Alk2)tL4(R4)u in which L^. 
Alk2, t, L^. R"^ and u are as previously defined. Particularly useful R''^ 
substituents when present in compounds of formula (2c) include halogen 
atoms, especially fluorine or chlorine atoms, methyl, halomethyl, especially 
-CPs. methoxy or halomethoxy, especially -OCP3. -CN, -COaMe, -NO2. 
15 amino (-NH2). substituted amino (-NR5R6) and -N(R5)COCH3. especially 
-NHCOCH3 groups. 

In one preferred group of compounds of formula (2c) g is the integer 1 and 
Ri6 is a methoxy group, especially a methoxy group present at the 6- 
20 position. In another preferred group of compounds of formula (2c) g is the 
integer 2 and each R^^ group is a methoxy group, especially a methoxy 
group present at the 6- and 7-positions. 

Alk in compounds of the invention is preferably: 
25 -CH- or, especially, -CH2CH(R)-. 



R in the compounds of formulae (1). (2a). (2b) and (2c) is preferably a 
30 -CO2H group. 
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In general in compounds of formulae (1), (2a), {2b) and (2c) R2 is 
preferably a hydrogen atom. 

5 In general in compounds of fonnula (2a) is preferably L^^ where L^a is 
a -CON(RS)- group, especially -CONH-. 

In general in compounds of formulae (2b) and (2c) L2 is preferably L^a 
where L^a is an -O- atom or -N(R^)- group. An especially useful -N(R^)- 
10 group is -NH- 

The group Ar^ in compounds of formulae (1). (2a), {2b) and (2c) is 
preferably an optionally substituted phenylene group. Particularly useful 
groups include optionally substituted 1 ,4-phenylene groups. 

15 

In general in compounds of formulae (1), (2a), (2b) and (2c) when n is zero 
or the integer 1 the group R^ may especially be a hydrogen atom or an 
optionally substituted heteroaliphatic, cycloaliphatic. heterocycloaliphatic, 
aromatic or heteroaromatic group as defined herein. Particularly useful 

20 groups of this type include optionally substituted Ca-eheteroalkyl, 
particularly Ci-salkoxyCi.salkyI, especially methoxypropyl, optionally 
substituted Cs.ycycloalkyj. especially optionally substituted cyclopropyl. 
cyclobutyl, cyclopentyl, cyclopropyl or cyclohexyl, optionally substituted 
Cs-yheterocycloaliphatic, especially optionally substituted pyrrolidinyl, 

25 piperidinyl or thiazolidinyl, especially optionally substituted phenyl and 
optionally substituted Cs-yheteroaromatic, especially optionally substituted 
pyridyl, pyrimidinyl or triazinyl groups. Optional substituents on these 
groups include in particular R"*^ atoms or groups where the group is an 
aromatic or heteroaromatic group and halogen atoms or Ci.6alkyl. 

30 especially methyl, haloCvealkyt, especially trifiuoromethyl. Ci-ealkoxy, 
especially methoxy, haloCi-ealkoxy, especially trifluoromethoxy or 
-(L^)p(Alk5)qR''2 groups as described eartier where the group is a nitrogen- 
containing heterocycloaliphatic group such as a pyrrolidinyl, piperidinyl or 
thiazolidinyl group. Particularly useful -{L^)p(Alk5)qRi2 groups include 

35 those in which is a -CO- group. Alk^ in these groups is preferably 
present (i.e. q is preferably an integer 1) and in particular is a -CH2- chain. 
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Compounds of this type in which R''^ is a hydrogen atom or an optionally 
substituted aromatic or heteroaromatic group, especially an optionally 
substituted phenyl, pyridyl or imidazolyl group are particularly preferred. 

5 In one preferred class of compounds of formulae (1 ), (2a), (2b) and (2c) 
is present as a -N(RS)- group. Particularly useful -N(R^)- groups include 
-NH-, -N(CH3)-. -N(CH2CH3)- and -N(CH2CH2CH3)- groups. In this class 
of compounds n is preferably the integer 1 and Alk^ is preferably an 
optionally substituted straight or branched Ci-ea'kylene chain. Particularly 

10 useful Alk^ chains include -CH2-, -CH2CH2-, -CH2CH2CH2-, 
-CH(CH3)CH2- and -C(CH3)2CH2-. R^ in this class of compounds is 
preferably a hydrogen atom. 

In another prefen^ed class of compounds of formulae (1), (2a), (2b) and 
15 (2c) is a covalent bond, n is the integer 1 and Alki is an optionally 
substituted straight or branched Cvealkylene chain. Particularly useful 
Alk'* chains include optionally substituted -CH2-, 'CH2CH2-, 
-CH2CH2CH2- and -CH{CH3)CH2- and especially -C(CH3)2CH2- chains. 
r3 in this class of compounds is preferably a hydrogen atom. A most 
20 especially useful optionally substituted Alk^ R^ group is -C(CH3)3. 

In another preferred class of compounds of fomulae (1), (2a), (2b) and 
(2c), is a covalent bond, n is zero and R^ is an optionally substituted C5- 
yheterocycloaliphatic, especially an optionally substituted piperidinyl group. 
25 A most especially useful optionally substituted piperidinyl group is an 
optionally substituted piperidin-1*yl group. 

Particularly useful compounds of the invention include: 
(S)-3-[4-(3.5-Dichloro-4-pyridylcarboxamido)phenyl]-2-(2-propylamino-3,4- 

30 dioxocyclobut-1-enyl)amino]propanoic acid; 

(S)-3-[4-(3,5-Dichtoro-4-pyridylcartDOxamido)phenyl]-2-(2-t-butyl-3,4- 

dioxocyclobut-1 -enyl)amino]propanoic acid; 
(S)-3-{4-[(6,7-Dimethoxy-4-quinazolinyl)amino]phenyl}-2-[(2-A/,A/- 
diethylamino-3.4-dioxocyclobut-1 -enyl)amino]propanoic acid; 
35 (S)-3-[4-([2,6-Naphthyridin-1-yl]amino)phenyl]-2^(2-A/,W-diethylamino-3,4 
dioxocyclobut-1-enyl)amino]propanoic acid; 
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(S)-3-[4-([6J-Dimethoxy-4-quina2olinyl)oxylphenyl]-2-[(2-W,A/- 
diethylamino-3,4-dioxocyclobut-1 -enyl)aminolpropanoic acid; 
(S)-3-[4-([6.7-Methoxy-4-quinazolinyllamino)phenyl]-2-[{2-A/,A/- 
diethylamino-3,4-dioxocyclobut-1 -€nyl)aminoJpropanoic acid; 
5 (S)-3-[4-([2.6-Naphthyridin-1-yl]amino)phenyIl-2-[(2-A/,W-dipropyla^ 
3,4-dioxocyclobut-1-enyl)amino]propanoic acid; 
(S)-3-[4-{[2,6-Naphthyridin-1-yl]oxy)phenyl]-24(2-A/,A/<liethylam 
dioxocyclobuM-enyl)amino)propanoic acid; 

(S)-3-[4-([2,6-Naphthyridin-1-yl]amino)phenyl]-2-[(2-piperidin-1-yl-3,4- 
1 0 dioxocyclobut-1-enyl)amino]propanoic acid; 

(R)-3^4.(3,5-Dichloro-4-pyridylcarboxamido)phenyl}-3-[(2-A/,A/- 

diethylamino-3,4<lioxocyclobut-1 -enyl)amino]propanoic acid; 

(S)-3-[4-{[2,6-Naphthyridin-1-yl]oxy)phenyl]-2^(2-W,W-<jipropyte 

dioxocyclobut-1 -eny l)am inojpropanoic acid; 
1 5 (S)-3-[4-((2.6-Naphthyridin-1 -ylJamino)phenyl]-2-[(2-A/,-ethyl-W- 

isopropylamino-3.4<lioxocyclobuM -enyl)amino]propanoic acid; 

and the salts, solvates, hydrates and N-oxides thereof. 

The compounds according to the invention are generally of use in 
20 modulating cell adhesion. Thus for example when in compounds of the 
invention is an a4-integrin binding groups the compounds are of use in the 
prophylaxis and treatment of diseases or disorders involving inflammation 
in which the extravasation of leukocytes plays a role. 

25 Diseases or disorders of this type include inflammatory arthritis such as 
rheumatoid arthritis vasculitis or polydermatomyositis. multiple sclerosis, 
allograft rejection, diabetes, inflammatory dermatoses such as psoriasis or 
dermatitis, asthma and inflammatory bowel disease. 

30 In another example when is an a v-integrin binding group the 
compounds may be of use in the prophylaxis and treatment of diseases or 
disorders involving inappropriate growth or migration of cells. Particular 
diseases include inflammatory diseases, and diseases involving 
angiogenesis, bone resorption or cllular or matrix over-expression. 



35 
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Particular uses to which these compounds of the invention may be put 
include the treatment or inhibition of tumour growth and metastasis; 
retinopathy; macular degeration psoriasis; rheumatoid arthritis; 
osteoporosis; bone resorption following or due to joint replacement, 
5 hypercalcemia or malignancy, Paget's disease, glucocorticoid treatment, 
immonilisation-induced osteopenia, hyperparathyroidism or peridental 
disease, vascuar restenosis, atherosclerosis; inflammatory bowel disease; 
and psoriasis. 

For the prophylaxis or treatment of disease the compounds according to 
the invention may be administered as pharmaceutical compositions, and 
according to a further aspect of the invention we provide a pharmaceutical 
composition which comprises a compound of formula (1 ) together with one 
or more pharmaceutically acceptable carriers, excipients or diluents. 

Pharmaceutical compositions according to the invention may take a form 
suitable for oral, buccal, parenteral, nasal, topical or rectal administration, 
or a form suitable for administration by inhalation or insufflation. 

20 For oral administration, the pharmaceutical compositions may take the 
form of, for example, tablets, lozenges or capsules prepared by 
conventional means with pharmaceutically acceptable excipients such as 
binding agents (e.g. pregelatinised maize starch, polyvinylpyrrolidone or 
hydroxypropyl methylcellulose); fillers (e.g. lactose, microcrystalline 

25 cellulose or calcium hydrogen phosphate); lubricants (e.g. magnesium 
stearate. talc or silica); disintegrants (e.g. potato starch or sodium 
glycollate); or wetting agents (e.g. sodium lauryl sulphate). The tablets 
may be coated by methods well known in the art. Liquid preparations for 
oral administration may take the form of, for example, solutions, syrups or 

30 suspensions, or they may be presented as a dry product for constitution 
with water or other suitable vehicle before use. Such liquid preparations 
may be prepared by conventional means with pharmaceutically acceptable 
additives such as suspending agents, emulsifying agents, non-aqueous 
vehicles and preservatives. The preparations may also contain buffer 

35 salts, flavouring, colouring and sweetening agents as appropriate. 



10 



15 



wo 00/73260 



PCT/GBOO/02020 



26 

Preparations for oral administration may be suitiabiy formulated to give 
controlled release of the active compound. 

For buccal administration the compositions may take the form of tablets or 
5 lozenges formulated in conventional manner. 

The compounds of formula (1) may be formulated for parenteral 
administration by injection e.g. by bolus injection or infusion. Formulations 
for injection may be presented in unit dosage form, e.g. in glass ampoule 

10 or multi dose containers, e.g. glass vials. The compositions for injection 
may take such forms as suspensions, solutions or emulsions in oily or 
aqueous vehicles, and may contain formulatory agents such as 
suspending, stabilising, preserving and/or dispersing agents. Alternatively, 
the active ingredient may be in powder form for constitution with a suitable 

15 vehicle, e.g. sterile pyrogen-free water, before use. For particle mediated 
administration the compounds of formula (1) may be coated on particles 
such as microscopic gold particles. 

In addition to the formulations described above, the compounds of formula 
20 (1) may also be formulated as a depot preparation. Such long acting 
formulations may be administered by implantation or by intramuscular 
injection. 

For nasal administration or administration by inhalation, the compounds for 
25 use according to the present invention are conveniently delivered in the 
form of an aerosol spray presentation for pressurised packs or a nebuliser, 
with the use of suitable propellant, e.g. dichlorodifluoromethane, trichloro- 
fluoromethane. dichlorotetrafluoroethane, carbon dioxide or other suitable 
gas or mixture of gases. 

30 

The compositions may, if desired, be presented in a pack or dispenser 
device which may contain one or more unit dosage forms containing the 
active ingredient. The pack or dispensing device may be accompanied by 
instructions for administration. 

35 
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The quantity of a compound of the invention required for the prophylaxis or 
treatment of a particular condition will vary depending on the compound 
chosen, and the condition of the patient to be treated. In general, 
however, daily dosages may range from around 100ng/kgto 100mg/kg 
5 e.g. around 0.01mg/kg to 40m g/kg body weight for oral or buccal 
administration, from around 10ng/kg to 50mg/kg body weight for parenteral 
administration and around O.OSmg to around lOOOmg e.g. around 0.5mg 
to around lOOOmg for nasal administration or administration by inhalation 
or insufflation. 

10 

The compounds of the invention may be prepared by a number of 
processes as generally described below and more specifically in the 
Examples hereinafter. In the following process description, the symbols 
ArV Ar2, Alk, R"*, R2, r3, L1. L2. Alk^ and n when used in the formulae 

1 5 depicted are to be understood to represent those groups described above 
in relation to formula (1) unless otherwise indicated. In the reactions 
described below, it may be necessary to protect reactive functional groups, 
for example hydroxy, amino, thio or carboxy groups, where these are 
desired in the final product, to avoid their unwanted participation in the 

20 reactions. Conventional protecting groups may be used in accordance 
with standard practice [see. for example. Green, T. W. in "Protective 
Groups in Organic Synthesis", John Wiley and Sons, 1991]. In some 
instances, deprotection may be the final step in the synthesis of a 
compound of formula (1) and the processes according to the invention 

25 described hereinafter are to be understood to extend to such removal of 
protecting groups. For convenience the processes described below all 
refer to a preparation of a compound of formula (1) but clearly the 
description applies equally to the preparation of compounds of formula (2). 

30 Thus according to a further aspect of the invention, a compound of formula 
(1 ) in which R is a -CO2H group may be obtained by hydrolysis of an ester 
of formula (3): 
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Ar^L^Ar^Alk— N 




L^(Alk^)nR^ 



(3) 



where Aik represents a group 



5 



-CH2CH(C02Ry)-. -CH=CH(C02Ryh 



-CH. 



CH2C02Ry 



or 



II 

CHC02Ry 



10 



[where Ry is an alkyi group for example a Ci-ealkyl group] 

The hydrolysis may be performed using either an acid or a base 
depending on the nature of Ry, for example an organic acid such as 

15 trifluoroacetic acid or an inorganic base such as lithium, sodium or 
potassium hydroxide optionally in an aqueous organic solvent such as an 
amide e.g. a substituted amide such as dimethylformamide, an ether e.g. a 
cyclic ether such as tetrahydrofuran or dioxane or an alcohol e.g. methanol 
at a temperature from ambient to the reflux temperature. Where desired. 

20 mixtures of such solvents may be used. 

According to a further aspect of the invention a compound of formula (1) 
may be prepared by displacement of a leaving group from a compound of 
formula (4): 



where R^ is a leaving group, with an amine R'^R^NH or a salt thereof. 
Suitable leaving groups represented by R^ include halogen atoms, 
30 especially chlorine and bromine atoms, or alkoxy, e.g. methoxy, ethoxy or 



25 




L\Alk^)„R^ 
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isopropoxy. aryloxy. e.g. dinitrophenyloxy, or aralkoxy, e.g. benzyloxy, 
groups. 

The reaction may be performed in an inert solvent or mixture of solvents, 
5 for example a substituted amide such as dimethylformamide, an alcohol 
such as ethanol and/or a halogenated hydrocarbon such as 
dichloromethane, at a temperature from 0°C to the reflux temperature. 
" Where necessary, for example v/hen a salt of an amine R^RZNH is used, 
an organic base such as diisopropylethylamine can be added. 

10 

Any carboxylic acid group present in the intermediate of formula (4) or the 
amine R1R2NH may need to be protected during the displacement 
reaction, for example as an ethyl ester. The desired acid may then be 
obtained through subsequent hydrolysis, for example as particularly 
1 5 described above and generally described below. 

It will be appreciated that the displacement reaction may also be 
performed on a compound of fprmula (5): 



20 



(5) 



where R'' is a leaving group as defined for R^ using an intermediate 
R3(Alki)nL''H vi/here -UH is a functional group such as an amine (-NH2) 
using the reaction conditions just described. 

25 

Where desired the displacement reaction may also be performed on an 
intermediate of formulae (4) or (5), R1R2NH or R3(Alki)nLiH which is 
linked, for example via its R"» or R^ group, to a solid support, such as a 
polystyrene resin. After the reaction the desired compound of fonnula (1) 
30 may be displaced from the support by any convenient method, depending 
on the original linkage chosen. 
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Intermediates of formulae (4) and (5) are either readily available or may be 
prepared from an intermediate of formula (6): 



(6) 



where and are as previously defined and an amine R'^R^NH or 
intermediate (R3(Alk'<)nL'*H by displacement as just described for the 
preparation of compounds of formula (1). 



10 Intermediates of formulae R'*R2NH and R3(Alk'^)nL'*H may be obtained 
from simpler, known compounds by one or more standard synthetic 
methods employing substitution, oxidation, reduction or cleavage 
reactions. Particular substitution approaches include conventional 
alkylation, arylation. heteroarylation. acylation, thioacylation, halogenation, 

15 sulphonylation, nitration, formylation and coupling procedures. It will be 
appreciated that these methods may also be used to obtain or modify 
other compounds of formulae (1) and (2) where appropriate functional 
groups exist in these compounds. 



20 Thus compounds of the invention and intermediates thereto may be 
prepared by alkylation, arylation or heteroarylation. For example, 
compounds containing a -L^H or -L^H group (v^ere L'* and is each a 
linker atom or group) may be treated with a coupling agent R3(Alk^)nX'^ or 
Ar^'X^ respectively in which X'* is a leaving atom or group such as a 

25 halogen atom. e.g. a fluorine, bromine, iodine or chlorine atom or a 
sulphonyloxy group such as an alkylsulphonyloxy, e.g. 
trifluoromethylsulphonyloxy or arylsulphonyloxy, e.g. p-toluene- 
sulphonyloxy group. 

30 The reaction may be carried out in the presence of a base such as a 
carbonate, e.g. caesium or potassium carbonate, an alkoxide, e.g. 
potassium t-butoxide, or a hydride, e.g. sodium hydride, or an organic 
amine e.g. triethylamine or N.N-diisopropylethylamine or a cyclic amine. 
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such as N-methylmorphoiine or pyridine, in a dipolar aprotic solvent such 
as an amide, e.g. a substituted amide such as dimethyiformamide or an 
ether, e.g. a cyclic ether such as tetrahydrofuran. 

5 Intermediates of formula Ar'^X'* and R3(Alk'*)nX^ are generally known, 
readily available compounds or may be prepared from known compounds 
by standard substitution and other synthetic procedures, for example as 
described herein. Thus for example compounds of formula Ar^X^ in 
which, for example. Ar^ represents a 2,6-naphthyridine group may be 
10 prepared from alcohols of formula Ar'^OH by reaction with a halogenating 
agent, for example a phosphorous oxyhalide such as phosphorous 
oxychloride at an elevated temperature ag. 1 lO^C. 

Intermediate alcohols of formula Ar^OH in which, for example, Ar'^ 
15 represents a 2,6-naphthyridine group may be prepared by methods well 
known to a person skilled in the art, e.g. by the method of Sakamoto.T. et 
al [Chem. Pharm. Bull. 22, 626-633. (1985)1. 

Alternatively alkylating agents of formula Ar^X'^ in which, for example, Ar^ 
20 represents a 2,6-naphthyridine group may be prepared by reaction of a 
2,6-naphthyridine N-oxide or N. N*-dioxide with a halogenating agent, e.g. 
a phosphorous oxyhalide such as phosphorous oxychloride to give a 1- 
halo or 1,5-dihalo-2,6-napthyridine respectively. In the case of 1,5-dihalo- 
2.6-napthyridines each halogen atom may be substituted separately by a 
25 reagent such as HL2Ar2AlkN(R2)H or HL3{Alk2)tL^(R4)u by the particular 
methods just described above. 

2,6-Napthyridine N-oxides and N,N'-dioxides may be generated from the 
corresponding 2,6-napthyridines group by the general methods of 
30 synthesis of N-oxides described below or they may be synthesised by the 
methods of Numata, A et al (Synthesis, 1999, 306-31 1). 

Further alkylating agents of formula Ar'^X^ in which, for example, Ar"* 
represents a 2.6-naphthyridine. may be prepared by the methods of 
36 Giacomello G. et al (Tetrahedron Letters 1965. 1117-1121), Tan. R. and 
Taurins. A. (Tetrahedron Letters 1965, 2737-2744). Ames, D. E. and 
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Dodds, W. D. (J. Chem. Soc. Perkin 1 1972, 705-710) and Alhaique, F. ef 
a/ (Tetdrahedron Letters, 1 975, 1 73-1 74). 

In a further example intermediates of formula R^R2NH may be obtained 
5 by reaction of a compound of formula Ar'^L^H with a compound of formula 
Ar2AlkN(R2)H under the reaction conditions just described 

Compounds of formula Ar'^L^H in which, for example Ar^ represents a 2,6- 
naphthyridine and is a -N(R8)- group, may be prepared from substituted 
10 4-cyano-3-cyanomethylpyridines by the methods of Alhaique, F. et al (ibid 
and Gazz. Chim. Ital. 1975, 105. 1001-1009) or from 3-fomylpyridines by 
the methods of Molina. P. at al (Tetrahedron 1992, 48. 4601-4616). 

In another example, compounds containing a -L'^H or -L^H or group as 

15 defined above may be functionalised by acylation or thioacylation, for 
example by reaction with one of the alkylating agents just described but in 
which X1 is replaced by a -C(0)X2, C(S)X2, -N(R6)COX2or -N(RS)C(S)X2 
group in which X^ is a leaving atom or group as described for X'* . The 
reaction may be performed in the presence of a base, such as a hydride, 

20 e.g. sodium hydride or an amine, e.g. triethylamine or N-methyl- 
morpholine, in a solvent such as a halogenated hydrocarbon, e.g. 
dichloromethane or carbon tetrachloride or an amide, e.g. dimethyl- 
formamide, at for example ambient temperature. Alternatively, the 
acylation may be carried out under the same conditions with an acid (for 

25 example one of the alkylating agents described above in which X^ is 
replaced by a -CO2H group) in the presence of a condensing agent, for 
example a diimide such as 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide 
or N.N'-dicyclohexylcarbodiimide, advantageously in the presence of a 
catalyst such as a N-hydroxy compound e.g. a N-hydroxytriazole such as 

30 1-hydroxybenzotriazole. Alternatively the acid may be reacted with a 
chloroformate, for example ethylchloroformate. prior to the desired 
acylation reaction 

In a further example compounds may be obtained by sulphonylation of a 
35 compound containing an -OH group by reaction with one of the above 
alkylating agents but in which X^ is replaced by a -S(0)Hal or -S02Hal 
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group in which Hal is a halogen atom such as chlorine atom] in the 
presence of a base, for example an inorganic base such as sodium 
hydride in a solvent such as an amide, e.g. a substituted amide such as 
dimethylformamide at for example ambient temperature. 

5 

In another example, compounds containing a -L'^H or -L^H group as 
defined above may be coupled with one of the alkylation agents just 
described but in which X'* is replaced by an -OH group in a solvent such 
as tetrahydrofuran in the presence of a phosphine, e.g. triphenylphosphine 
10 and an activator such as diethyl, diisopropyl- or dimethylazodicarboxylate. 

In a further example, ester groups -C02R^, -C02Alk3 or -C02Alk7 in the 
compounds may be converted to the corresponding acid [-CO2H] by add- 
er base-catalysed hydrolysis depending on the nature of the groups R^, 
15 Alk^ or Alk^. Acid- or base-catalysed hydrolysis may be achieved for 
example by treatment with an organic or inorganic acid, e.g. trifluoroacetic 
acid in an aqueous solvent or a mineral acid such as hydrochloric acid in a 
solvent such as dioxan or an alkali metal hydroxide, e.g. lithium hydroxide 
in an aqueous alcohol, e.g. aqueous methanol. 

20 

In a further example, -OR^ or -OR''^ groups [where or R''^ each 
represents an alkyi group such as methyl group] in compounds of formula 
(1) may be cleaved to the corresponding alcohol -OH by reaction with 
boron tribromide in a solvent such as a halogenated hydrocarbon, e.g. 
25 dichloromethane at a low temperature, e.g. around -78^C. 

Alcohol [-OH] groups may also be obtained by hydrogenation of a 
con-esponding -OCH2R'''* group (where R^"* is an aryl group) using a metal 
catalyst, for example palladium on a support such as carbon in a solvent 

30 such as ethanol in the presence of ammonium formate, cyclohexadiene or 
hydrogen, from around ambient to the reflux temperature. In another 
example, -OH groups may be generated from the corresponding ester 
[C02Alk5 or C02R^] or aldehyde [-CHO] by reduction, using for example a 
complex metal hydride such as lithium aluminium hydride or sodium 

35 borohydride in a solvent such as methanol. 
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In another example, alcohol -OH groups in the .compounds may be 
converted to a corresponding -OR^ or -OR^^ group by coupling with a 
reagent R^OH or R^^OH in a solvent such as tetrahydrofuran in the 
presence of a phosphine, e.g. triphenylphosphine and an activator such as 
5 diethyl-, diisopropyl-. or dimethylazodicarboxylate. 

Aminosulphonylamino [-NHS02NHR^ or -NHSOzNHAr^] groups in the 
compounds may be obtained, in another example, by reaction of a 
corresponding amine [-NH2] with a sulphamide R3NHSO2NH2 or 
10 Ar'^NHS02NH2 in the presence of an organic base such as pyridine at an 
elevated temperature, e.g. the reflux temperature. 

In another example compounds containing a -NHCSAr^, -CSNHAr^ 
-NHCSR^ or -CSNHR^ may be prepared by treating a corrsponding 
15 compound containing a -NHCOAra. -CONHArl. -NHCOR^ or -C0NHR3 
group with a thiation reagent, such as Lawesson's Reagent, in an 
anhydrous solvent, for example a cyclic ether such as tetrahydrofuran, at 
an elevated temperature such as the reflux temperature. 

20 In a further example amine (-NH2) groups may be alkylated using a 
reductive alkylation process employing an aldehyde and a borohydride, for 
example sodium triacetoxyborohyride or sodium cyanoborohydride. in a 
solvent such as a halogenated hydrocarbon, e.g. dichloromethane, a 
ketone such as acetone, or an alcohol, e.g. ethanol. where necessary in 

25 the presence of an acid such as acetic acid at around ambient 
temperature. 

In a further example, amine [-NH2] groups in compounds of formula (1) 
may be obtained by hydrolysis from a corresponding imide by reaction with 
30 hydrazine in a solvent such as an alcohol, e.g. ethanol at ambient 
temperature. 

In another example, a nitro [-NO2] group may be reduced to an amine [- 
NH2J, for example by catalytic hydrogenation using for example hydrogen 
35 in the presence of a metal catalyst, for example* palladium on a support 
such as carbon in a solvent such as an ether, e.g. tetrahydrofuran or an 
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alcohol e.g. methanol, or by chemical reduction using for example a metal, 
e.g. tin or iron, in the presence of an acid such as hydrochloric acid. 

Aromatic halogen substituents in the compounds may be subjected to 
5 halogen-metal exchange with a base, for example a lithium base such as 
n-butyl or t-butyl lithium, optionally at a low temperature, e.g. around 
-780C, in a solvent such as tetrahydrofuran and then quenched with an 
electrophile to introduce a desired substituent. Thus, for example, a formyl 
group may be introduced by using dimethylformamide as the electrophile; 
10 a thiomethyl group may be introduced by using dimethyldisulphide as the 
electrophile. 

In another example, sulphur atoms in the compounds, for example when 
present in a linker group L'* or may be oxidised to the corresponding 
15 sulphoxide or sulphone using an oxidising agent such as a peroxy acid, 
e.g. 3-chloroperoxy benzoic acid, in an inert solvent such as a halogenated 
hydrocarbon, e.g. dichloromethane. at around ambient temperature. 

In another example compounds of formula As^X^ (where X'' is a halogen 
20 atom such as a chlorine, bromine or iodine atom) may be converted to 
such compounds as Ar'>CO2R20 (in v^rtiich R20 is an optionally substituted 
alkyl. aryl or heteroaryl group). AriCHO, AriCHCHR20, AriCCR^o. 
AriN(R20)H, Ar''N(R20)2. for use in the synthesis of for example 
compounds of formula RiR^NH, using such well knovm and commonly 
25 used palladium mediated reaction conditions as are to be found in the 
general reference texts Encyclopedia of Reagents for Organic Synthesis, 
Editor-in Chief Paquette, L. A., John Wiley and Sons, 1995 and 
Comprehensive Organic Functional Group Transformations. Editors-in- 
Chief Katritzky, A R. et al, Pergamon, 1995. 

30 

N-oxides of compounds of formula (1) may be prepared for example by 
oxidation of the con-esponding nitrogen base using an oxidising agent such 
as hydrogen peroxide in the presence of an acid such as acetic acid, at an 
elevated temperature, for example around 70^0 to 80«>C. or alternatively 
35 by reaction with a peracid such as peracetic acid in a solvent, e.g. 
dichloromethane, at ambient temperature. 
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Salts of compounds of formula (1) may be prepared by reaction of a 
compound of formula (1) with an appropriate base in a suitable solvent or 
mixture of solvents e.g. an organic solvent such as an ether e.g. 
5 diethylether. or an alcohol, e.g. ethanol using conventional procedures. 



Where it is desired to obtain a particular enantiomer of a compound of 
formula (1) this may be produced from a corresponding mixture of 
enantiomers using any suitable conventional procedure for resolving 
10 enantiomers. 



Thus for example diastereomeric derivatives, e.g. salts, may be produced 
by reaction of a mixture of enantiomers of formula (1) e.g. a racemate, and 
an appropriate chiral compound, e.g. a chiral base. The diastereomers 
15 may then be separated by any convenient means, for example by 
crystallisation and the desired enantiomer recovered, e.g. by treatment 
with an acid in the instance where the diastereomer is a salt. 

In another resolution process a racemate of formula (1) may be separated 
20 using chiral High Performance Liquid Chromatography. Alternatively, if 
desired a particular enantiomer may be obtained by using an appropriate 
chiral intermediate in one of the processes described above. 

Chromatography, recrystallisation and other conventional separation 
25 procedures may also be used with intermediates or final products where it 
is desired to obtain a particular geometric isomer of the invention. 

The following Examples illustrate the invention. Alt temperatures are in 

oC. The following abbreviations are used: 
30 NMM - N-methylmorpholine; EtOAc - ethyl acetate; 

MeOH - methanol; BOC - butoxycarbonyl; 

DCM - dichloromethane; AcOH - acetic acid; 

DIPEA - diisopropylethylamine; EtOH - ethanol; 

Pyr - pyridine; Ar - aryl; 

35 DMSO - dimethylsulphoxide; iPr - isopropyl; 

Et20 - diethylethen Me - methyl; 
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5 Bu - butyl; 



THF - tetrahydrofuran, 

FMOC - 9-fluorenylmethoxycarbonyl; 

obs - obscured; 

dil - dilute; 



DMF - N,N"dimethylformamide; 

br - broad; 

app - apparent; 

RT - room temperature; 

DIPEA - diisopropylethylamine 



All NMR*s were obtained at 300mHz. 



10 IMTgRMEDIATE 1 

3 5-DichloroDvridine-4>carboxvlic acid 

A solution of 3,5-dichloropyridine (S.OOg, 33.8mmol) in THF (25ml) was 
added to a solution of LDA [generated from nBuLi (2.5M solution in 
hexanes, 14.9ml, 37.2mmol) and diisopropylamine (4.10g, 5,7ml. 

15 40.6mmol)] in THF (25ml) at -78^ under nitrogen, to give a yellow/brown 
slurry. The reaction was stirred for 30min at -78° then CO2 gas was 
bubbled through to give a clear brown solution that slowly gave a 
precipitate, warmed to RT over 2h, then quenched with water (20ml) and 
partitioned between Et20 (100ml) and 1M NaOH (100ml). The aqueous 

20 layer was separated and acidrfied to pH1 with concentrated hydrochloric 
acid and then extracted with 10% MeOH in DCM (100ml x 3). The 
combined organic layers were dried (MgS04) and the solvent removed 
under vacuum to give a brown solid that was recrystallised from ethanol 
and dried under vacuum to give the title comoound as pinkish crystals 

25 (2.63g. 41%). 5H (DMS0-d6) 8.74 (2H. s). 5C (DMS0-d6) 163.5. 147.7, 

141.0. 126.7 
INTERMEDIATE 2 

EthvifSW3-(4-r3.5-dic hloroDvrid-4-vlcarboxamido1Phenvn-2-{t- 

30 butoxvcarbonvl amino^propionate 

A slurry of the compound of Intermediate 1 (51. 2g, 0.267mol) in DCM 
(195ml) and thionyl chloride (195ml. 2.67mol) was treated with DMF (5 
drops) and heated to reflux for 4h. The reaction was concentrated /n 
vacuo and azeotroped with toluene (2 x 50ml) to give a yellow solid which 

35 was used without further purification. A solution of ethyl-(S)-3-(4- 
aminophenyl)-2-(t-butoxycarbonyl amino)propionate (130.8g. 0.425mol) in 
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DCM (800ml) was cooled to 0° and treated with NMM (56.0ml, 0.51 mol), 
stirred 5 minutes and then a solution of the acid chloride (98.3g. 0.468mol) 
in DCM (200ml) was added dropwise keeping the reaction temperature 
below 50. The reaction was stirred for 1h, quenched with NaHCOs 
5 solution (500ml), the organic layer separated, washed with NaHCOs 
solution (500mi), 10% citric acid solution (500ml) and NaHCOs solution 
(500ml), dried (MgS04)and concentrated in vacuo to give a yellow solid 
which was recrystallised (EtOAc/hexane) to give the title compound . 140g, 
69%. 5H (DMSO d^), 8.8 (2H, s), 7.55 (2H, d, J 8.5Hz), 7.23 (2H. d, i 
10 8.5H2). 4.0 (3H, m). 3.4 (2H, b s). 2.9 (1H. m). 2.8 (1H. m), 1.3 (9H, s). 
1,25 (3H, t). m/z (ES+, 70V) 504 (MNa+). 

INTERMEDIATE 3 

Ethvl /S^-3-r4>f3.S-dichloroDvrid-4>vl carbQxamidotohenvn-2-amino 
15 propionate hvdrochtoride 

A solution of the compound of Intermediate 2 (70g, 0.146mol) in EtOAc 
(500ml) and 1.4-dioxan (50ml) was treated with a solution of HCI in EtOAc 
(500ml, 3M), and stirred at RT for 4h. The reaction was concentrated in 
vacuo to give a yellow solid which was triturated with Et20 then 
20 recrystallised (EtOAc/hexane) to give the title compound (59.3g, 92%). 
5H (DMSO d6). 11.10 (1H. s). 8.70 (2H. s). 7.55 (2H. d, i 8.4Hz), 7.25 
(2H. d. J 8.4Hz), 4.10 (3H, m). 3.10 (2H, m), 1.10 (3H. m). m/z (ES+, 70V) 
382 (MH*). 

25 IMTgRMEDIATE 4 

3-(tert-ButvlM-isopropoxv-3-cvclobutene-1.2-dtQne 

fert-Butyl lithium (2.29ml of a 1.7M solution in pentane, 3.9mmol) was 
added to a solution of 3,4-diisopropoxy-3-cyclobutene-1,2-dione (594mg. 
3mmol) in THF (30ml) at -780C. After 5h trifluoroactic anhydride (636^1. 

30 4.5mmol) was added and stirring continued at -78^C for 30min. The cold 
mixture was poured into NH4CI(aq), extraced with EtOAc, dried (Na2S04) 
and evaporated in vacuo. Column chromatography (Si02; EtOAc/hexane, 
15:85) gave the title compound as a mobile yellow oil (408mg, 69%). 5H 
(CDCI3) 5.43 (1H. sept, i 6.2Hz), 1.45 (6H. d, J 6.2Hz) and 1.33 (9H. s); 

35 m/2 (ES*. 70V) 197 (M-^+ H). 



wo 00/73260 



PCT/GBOQ/02020 



39 

IMTFRMgPIATE S 
1-nhtoro-2.6-naDhthvridine 

1-Hydroxy-2,6-naphthyricline (550mg) [prepared according to the method 
of Sakamoto, T. et al Chem. Pharm. Bull. 22, 626, (1985)] was stirred with 
5 phosphorous oxychloride (10ml) at 110° for 5h. The volatiles were 
removed in vacuo and the residue treated carefully with ice. After diluting 
with water (to ~25ml), solid NaHCOa was added to neutralise and the 
product extracted into EtOAc (2 x 80ml). The combined organic extracts 
were dried (MgS04), evaporated in vacuo, and the crude product 
1 0 chromatographed (Si02; EtOAc) affording the title compound as a slightly 
yellow solid (420mg. 68%). 6H (CDCI3) 9 35 (1H. s), 8.82 (1H. d, J 
5.9Hz), 8.48 (1H, d. J 5.6Hz), 8.00 (1H. d. J 5.9Hz), 7.74 (1H. d. J 5.6Hz); 
m/Z (ES*. 70V) 165 and 167 (MH+). 

15 INTERMEDIATE 6 

Ethvl fSt.3-f4-rf2.6-naphthvridin.1.vhanriinolDhenvlV2-fA/-<f-butvloxv 
carbonvn aminolpropanoate 

Ethyl (S)-3-(4-aminophenyl)-2-IN-(t-butyloxycarbonyl)amino]propanoate 
(600mg. 1.95mmoi). Intermediate 5 (350mg. 2.13mmol) and DIPEA 

20 (276mg, 372^1, 2.13mmol) in 2-ethoxyethanol (0.5ml) were stinred at 130° 
under N2 for several hours. The reaction was partitioned lietvi/een EtOAc 
(70ml) and saturated aqueous NaHCOa (30ml). The phases were 
separated and the aqueous layer re-extracted with EtOAc (3 x 30ml). The 
combined organic extracts were washed with brine (10ml), dried (MgS04) 

25 and evaporated in vacuo to afford a dark oil. Chromatography (Si02; 3% 
MeOH/DCM) gave the title compound as a dull orange foam (360mg, 
42%). 6H (CDCI3) 9.19 (1H. s), 8.67 (1H. d. J 5.9Hz), 8.24 (1H, d. J 
5.8Hz), 7.66 (1H. d, J 5.9Hz). 7.65 (2H. d, J 8.5Hz), 7.21 (1H, d, J 5.8Hz), 
7.16 (2H, d, J 8.5Hz). 7.15 (1H, obscured s), 5.05-4.97 {1H. m), 4.60-4.51 

30 (1H. m), 4.19 (2H. q. J 7.1Hz), 3.17-3.04 (2H, m), 1.44 (9H. s), 1.27 (3H. t. 
J 7.1Hz); m/Z (ES*, 70V) 459 (MNa*). 437 (MH*). 

INTERMEDIATE 7 

Ethvl (SU2-amlnp-3^4-rf2.6.naphthvridin-1-vnaminQlPhenvll 
35 propanoate 
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Intermediate 6 (360mg) was treated with a solution of trifluoroacetic acid 
{10ml) and DCM (10ml) and stin-ed at RT for 2h. The volatiles were 
removed in vacuo and the residue was partitioned between EtOAc (80ml) 
and saturated aqueous NaHCOa (30ml). The phases were separated and 
5 the aqueous layer re-extracted with EtOAc (3 x 30ml). The combined 
organic extracts were dried (MgS04) and evaporated in vacuo to afford the 
title compound as a dark orange viscous oil (280mg, 100%). 8H (CDCI3) 
9.18 (1H, s), 8.66 (1H. d. i 5.9Hz), 8.22 (1H. d. i 5.8Hz). 7.67 (1H, d, J 
5.9Hz), 7.64 (2H. d. J 8.5Hz). 7.22 (2H. d. J 8.5Hz). 7.19 (1H. d. J 5.8Hz), 
10 4.20 (2H, q. i 7.1Hz), 3.73 (1H, dd, J 7.9, 5.1Hz), 3.10 (1H, dd, J 13.6, 
5.2Hz). 2.87 (IN. dd, J 13.6. 7.9Hz). 1.70 (3H, br s), 1.28 (3H. t, 7.1Hz); 
m/2(ES+. 70V)337(MH+). 

IMTFRMEDIATE 8 
15 Methvl fS>.2.ff.butvloxvca rbonvlaminoW3-r4-f2.6-naphthvridin-1- 
vlnxv)phenvnDropanoate 

To A/-(/-butyloxycarbonyl) tyrosine methyl ester (1.42g, 4.82mmol) in dry 
DMF (10ml) was added 1-chloro-2.6 naphthyridine (0.79g. 4.82mmol) and 
cesium carbonate (1.65g, 5.06 mmol) and the reaction stirred at 45° under 

20 N2 for 2 days. The DMF was evaporated, EtOAc added and washed (3x) 
with water, dried (MgS04). and evaporated in vacuo. The residue was 
chromatographed (Si02; 40 to 100% EtOAc/isohexane) to afford the lills 
compound as white foam {1.61g, 82%). 5h (CDCI3) 9.29 (1H, s), 8.76 (1H, 
d, i 5.74HZ), 8.17 (1H, d. i 5.74Hz), 8.11 (1H, d, A 5.8Hz). 7.43 (1H, d. J 

25 5.8Hz), 7.22-7.18 (3H, m). 5.03 (1H, br s). 4.61 (1H. br s). 3.75 (3H, s). 
3.15-3.05 (2H, m). 1.44 (9H. s); m/z (ES+. 70V) MH+ 424. 

INTERMEDIATE 9 

EthvlfS).24/tf-Nbutvloxvcarbon viamino>-3-r4.tisQauinolin-1.vlaminot 

30 phenvllpropanoate 

A stirred solution of ethyl (S)-3-(4-aminophenyl)-2-(/V-f-butyloxycarbonyl- 
amino)propanoate (3.08g, lO.Ommol). 1-chloroisoquinoline (1.80g, 
ll.Ommol) and N.N-diisopropylethylamine (1.42g, 1.91ml, ll.Ommol) in 2- 
ethoxyethanol (1.0ml) was heated at 130° for 4h. The volatiles were 

35 removed in vacuo and the residue partitioned between EtOAc (120ml) and 
saturated aqueous NaHCOs (50ml). The phases were separated and the 
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aqueous layer was re^xtracted with EtOAc (80ml). The combined organic 
extracts were washed with brine (30ml), dried (MgS04) and evaporated in 
vacuo. The obtained dark oil was chromatographed (silica; 20-30% 
EtOAc/hexane) to afford the title compound as a pink oil which crystallised 
5 on standing (2.78g. 64%). 8H (CDCI3) 8.07 (1 H, d, J 5.8Hz), 7.93 (1 H. d, J 
8.4Hz). 7.72 (1H. d. J 7.5Hz), 7.63 (1H. d). 7.61 (2H, d. J 8.5Hz), 7.51 (1H, 
t, A 6.8Hz). 7.23 (1H. br s). 7.10 (1H. br s), 7.10 (2H, d. J 6.8Hz). 5.02 (1H, 
br d, J 8.0Hz). 4.54 (1H, br m). 4.16 (2H, t. J 7.1Hz), 3.05 (2H. br m). 1.43 
(9H. s). 1 .25 (3H. t. J 7. 1 Hz); m/Z (ES+. 60V) 436 (MH+). 

10 

INTgRMEDtATE 10 

r SUgthvl 2-ammo-3.r4-f isoquinolin.1 .vtaminotohenynpropanoate 

A stirred solution of Intermediate 9 (2.70g) in EtOAc (100ml) was treated 
with HCI gas until turbidity and precipitation was seen to occur. The 

15 reaction mixture was stirred at ambient temperatue for an addition 0.5h. 
The reaction was purged with nitrogen then diluted with EtOAc (50ml) and 
saturated aqueous NaHCOa (50ml). Sufficient solid NaHCOa was added 
to ensure full neutrality. The phases were separated and the aqueous 
layer re-extracted with EtOAc (2 x 40ml). The combined organic extracts 

20 were washed with brine (20ml), dried (MgS04) and evaporated in vacuo 
to afford the title compound as a light orange oil (2.10g, q). 8H (CDCI3) 
8.06 (1H. d. J 5.8Hz), 7.91 (1H. d, J 8.3Hz), 7.71 (1H. d. J 7.9Hz), 7.63 
(1H. obs. signal), 7.59 (2H, d. i 8.4Hz), 7.49 (1H, app.t. J 7.8HZ), 7.25 
(1H. br s). 7.15 (1H, d. i 8.4Hz). 7.09 (1H. d, i 5.8Hz), 4.17 (2H, q. J 

25 7.2Hz). 3.68 (1H, dd. J 7.7. 5.1Hz), 3.06 (1H. dd, J 14.6. 5.1Hz), 2.81 (1H, 
dd. A 13.6, 7.9Hz), 1.58 (2H. br s), 1.26 (3H. t. A 7.0Hz); m/Z. (ES*. 60V) 
435.9 (MH*). 

INTERMEDIATE 11 

30 Ethvl fg>.3-f4-rftert-ButoxvcarbonvHaminolphenvn-2-propenoate 

Ethyl 4-aminocinnamate (2.5g, 13.1mmol) was dissolved in THF (25ml) 
and treated with di-tert-butyl dicarbonate (3.14g). The solution was 
refluxed for 16h and then allowed to cool. The product was extracted into 
EtOAc and washed with water and brine, dried over Na2S04, filtered and 

35 the solvent removed. The crude product was purified by column 
chromatography (SiOa; EtOAc/hexane 1:9) to give the title compound 
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(2.82g. 74%) as a white solid. 8H (CDCI3) 7.62 (1H, d. J 16.0Hz). 7.45 (2H. 
d. i 8.8Hz), 7.38 (2H. d. J 8.8Hz), 6.63 {1H, br s). 6.33 (1H, d, i 16.0Hz), 
4.12 (2H. q. A 7.1Hz), 1.52 (9H. s). 1.25 (3H. t. i 7.1Hz). m/z (ES*. 70V) 
314(MNa+). 

5 

INTERMEDIATE 12 

Ethvl f3SK3^4-rftert.Butoxvcarbonv namlnolDhenvn-3.f/V-benzvirM/?>- 
1-Dhenvlethvn amino^propanoate 

Intermediate 11 (1.0g, 3.44mmol) was dissolved in THF (25nnl), treated 
10 with sodium hydride and left to stir for 20 mins. (R)-{+)-N-Benzyl- 
(methylbenzylamlne (1.44ml) in THF (25ml) at Qo was treated with n- 
butyllithium (2.75ml, 2.5M in hexanes) and the purple solution left to stir for 
20 mins then cooled to -78o and the ester anion added slowly. The 
reaction mixture was stirred at -78C for 4h then quenched with ammonium 
1 5 chloride solution, extracted into EtOAc. washed with water and brine, dried 
(Na2S04), filtered and the solvent removed. The crude product was 
purified by column chromatography (Si02; CH2CI2) to give the title 
compound (1.14g, 66%) as a white solid. 5H (CDCI3) 7.42-7.17 (14H. m), 
6.45 (1H, br s). 4.39 (1H, dd. J 9.4, 5.5Hz), 3.99 (1H, q, J 6.9Hz). 3.93 (2H. 
20 qd. J 7.1, 2.4Hz), 3.72 (1H, d. J 14.7Hz). 3.64 (1H, d. J 14.7Hz), 2.63 (1H. 
dd. J 14.7, 5.5Hz). 2.52 (1H, dd. J 14.7, 9.5Hz), 1.52 (9H, s). 1.22 (3H, d, J 
6.9Hz). 1.06 (3H. t. J 7.1Hz). m/z (ES+, 70V) 503 (MH*). 

INTERMEDIATE 13 
25 Ethvl f3S)-3-annino-3-f4-»tert-Butoxvcarbonvltamin6T Vphenvl- 
propanoate 

Intermediate 12 (312mg, 0.62mmol) in MeOH (5ml) was treated with 
formic acid (0.1ml) and 10% palladium on carbon. The reaction mixture 
was heated to reflux for 30 mins then cooled, filtered through celite™ and 
30 the solvent removed to give the title compound (195mg, 100%) as an oil. 
5H (CDCI3) 8.05 (2H. br s), 7.28 (2H, d. J 8.5Hz). 7.21 (2H. d, J 8.5Hz.). 
6.92 (1H. br s), 4.48 (1H, dd. J 8.4, 5.7Hz), 4.05 (2H, q. i7.1Hz). 3.6 (1H, 
dd. J 17.2, 8.4Hz), 2.79 (1H. dd, i 17.2. 5.7Hz). 1.44 (9H, s). 1.14 (3H. t. i 
7.1Hz). m/z (ES*. 70V) 331 (MNa+). 

35 

INTERMEDIATE 14 
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Mftthvl (P\-3-rftert-Butoxvcarbonvnaminn].a.ril.hvdroxvDhenvlW 
propanoate 

Methyl (3R)-(3-amino)-3-(4-hydroxyphenyl)propanoate [S. G. Davies and 
O. Ichihara. Tetrahedron Asymmetry. (1991). 2. 183-186] (346mg. 
5 1.78mmol) was dissolved in dioxan (5ml) and sodium bicarbonate solution 
(5ml) added. The solution was treated with di-tert-butyl dicarbonate 
(407mg, 1.86mmol) and stirred vigourously for 16h. The solution was 
diluted \A^th water, and the product extracted into EtOAc (x2), washed with 
water, brine, dried (Na2S04), filtered and the solvent removed. The 
10 product was purified by column chromatography (Si02; CH2Cl2/MeOH 
20:1) to give the title compound (211mg. 42%) as a white solid. 6H 
(CDCI3) 7.06 (2H. d, J 8.6Hz). 6.66 (2H. d. J 8.6Hz), 5.48 (1H. br). 4.98 
,(2H. br m). 3.61 (3H. s). 2.78 (2H. m). 1.42 (9H. s). m/z (ES+. 70V) 318 
(MNa*). 

15 

INTFRMEDIATE 15 

Methvlf3/?t.3.r(tert.ButoxvcarbonvHamino1.3-f4-»6.7-dimethoxv-4- 
qirmagolinvhoxvlDhenvl-VproDanoate 

Intermediate 14 (420mg, 1.42mmoi) in DMF (4ml) was treated with 
20 potassium carbonate (394mg) and 4-chloro-6.7-dlmethoxyquinazoline 
(320mg). The solution was stirred for 48h and then water (20ml) was 
added. The mixture was extracted with EtOAc (x 2). washed with water (x 
3), brine, dried (Na2S04), filtered and the solvent removed to give the iitlg 
compound (657mg. 96%) as a foamy yellow solid. 5H (DMSO d^) 8.53 (1H, 
25 s), 7.53 (1 H, s). 7.40 (2H, d. J 8.6Hz). 7.37 (1 H. s). 7.24 (2H, d. J 8.6Hz). 
4.96 (1H. m, CH). 3.98 (3H, s), 3.95 (3H. s), 3.57 (3H, s), 2.77 (2H, m). 
1 .36 (9H, s). m/z (ES+, 70V) 484 (MH+). 

INTERMEDIATE 16 
30 MRthvl /3R>-3 -Anriino-344-r <6.7^imethoxv^-auinazolinvnoxv1 
phenvnpropanoate 

Intermediate 15 (650mg. 1.35mmol) was dissolved in EtOAc (10ml) and 
HCI gas was bubbled through. The reaction mature was stin-ed for 2h and 
the solvent removed to give the \\\\t^- rnmpound (589mg. 100%) as an oil. 
35 6H (DMSO d^) 8.66 (1H, s). 7.65 (2H. d. J 8.7Hr). 7.58 (1H. s). 7.44 (1H. 
s). 7.39 (2H. d. A 8.7Hz). 3.99 (3H, s). 3.97 (3H. s). 3.58 (3H. s). 3.22 (1H. 
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dd. J 16.3. 6.1Hz). 3.05 (1H. dd. A 16.3. 8.5Hz). m/z (ES+. 70V) 384 
(MH+). 

INTERMEDIATE 17 
5 Methvt rS)-3-f4-rn-Dhenvt.1-ouinazolinvnamino1.DhenvlVr2-ftert. 
butoxvcarbonvnaminol-Dropanoate 

Methyl (2S)-[2-(tert-butoxycarbonyl)amino]-3-(4-aminophenyl)propanoate 
(500mg, 1.7mmol) and 4-chloro-2-phenylquinazoline (408mg) were 
dissolved in 2-ethoxyethanol (5rhl) with Hunigs base (0.6ml) and the 

10 solution heated at 120^6 for 16h. The solution was cooled and 
concentrated. The residue was purified by column chromatography (Si02; 
CH2Cl2/MeOH 25:1) to give the title compound f682mQ. 81%) as a brown 
foamy solid. 6H (CDCI3) 8.56 (2H, dd, J 7.5, 3.7Hz), 8.10 (1H, m). 7.95 
(1H, m). 7.88 (2H, d. J 8.5Hz), 7.80 (1H. m), 7.70 (1H, m). 7.50 (3H. m). 

15 7.23 (2H, d, i 8.5Hz), 5.05 (1H, m). 4.65 (1H. m). 3.72 (3H, s), 3.49 (1H, 
m), 3.15 (2H, m), 1.45 (9H, s). m/z (ES+. 70V) 499 (MH+). 

INTERMEPIATE 1? 

Methvl (S).2.Amino.3-l4-r(3-phenvl.1.aumazolinvnamino1phenvl\ 
20 propanoate 

Intermediate 17 (678mg, 1.36mmol) in EtOAc {30ml) was saturated with 
HCI gas and stirred for 45 mins. The brown precipitate was filtered off and 
dried to give the title compound (518mg, 96%) as a brovm foamy solid. 5H 
(DMSO dS) 9.12 (1H, d, J 8.6Hz). 8.83 (2H, m). 8.50 (1H, d. J 8.1Hz). 8.44 
25 (2H. d. A 7.1Hz), 8.14 (1H. d. A 8.1Hz), 8.10 {1H, t. J 8. 1Hz). 7.84 (2H, d, A 
8.6Hz). 7.70 (1H, d. J 7.1Hz), 7.63 (2H. t. J 7.1Hz), 7.40 (2H, d. J 8.5Hz), 
3.70 (3H, s), 3.67 (1H. m). 3.30 (1H, dd, A 14.0, 5.5Hz). 3.18 (1H, dd. A 
14.0, 7.4Hz). m/z (ES*. 70V) 399 (MH*). 

30 INTERMEPIATE 19 

Ethvl fffl-3-Amino-3.r4.(tert-butnyvcarbonvhaminophenvn 
propanoate 

Ethyl (3/?)-3-{Benzyl[(1 S)-1 -phenylethyl]amino}-3-{4-(tert-butoxycarbonyl) 
amino phenyl]propanoate (1.18g, 2.35mmol) was dissolved in MeOH 
35 (10ml) and formic acid (1ml) and 10% palladium on carbon added and the 
mixture refluxed for 2h. The reaction mixture was cooled, filtered through 
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Celite® and concentrated to give the crude title compound which was used 
immediately in the next reaction. 6H (CDCI3) 7.34 (2H. d, i 8.1Hz), 7.27 
{2H, d. A 8.IH2), 7.10 (1H, br s). 4.59 (1H. m). 4.11 (2H, q. J 7.1Hz), 3.14 
(1H, dd, A 16.8, 7.9Hz). 2.86 (1H. dd. i 16.8, 12.0Hz), 1.20 (3H, t. J 
5 7.1Hz). 

INTERMEDIATE 20 

Ethvi I g>-3-amino.3-/4-aminoohenvnproDanoate 

Intermediate 19 was dissolved in EtOAc (25ml) and the solution saturated 

10 with HCI gas. The solution was stirred at RT for 90 m ins whilst a white 
precipitate formed. The solid was filtered and dried to give the title 
compound (570mg, 88% over 2 steps) as a white solid. 5H (DMSO d^) 
8.79 (2H, br s), 7.63 (2H. d. J 8.4Hz), 7.36 (2H. d. J 8.4Hz, 4.58 (1H, m). 
3.98 (2H, q, J 7.1Hz), 3.19 {1H, dd. J 16.3. 5.6Hz), 2.99 (1H, dd. i 16.3. 

15 9.1Hz), 1.08 (3H. t, J7.1Hz). m/z (ES+, 70V) 192 (M-NH3). 

INTERMEDIATE 21 

FthvM/?>-3-f4-AminoDhenvh-3-(tert-butoxvcarbonvlamino> 
nropanoate 

20 Intermediate 20 (550mg, 1.96mmol) was dissolved in dioxan (10ml) and 
treated with sodium bicarbonate (1g), water (10ml) and di-tert-butyl 
dicarbonate (427mg) and the mixture stirred for 16 h. Water was added 
and the product extracted into EtOAc (x 2), washed with brine, dried 
(Na2S04), filtered and concentrated to give the crude product which was 

25 purified by column chromatography (SiOa; CH2Cl2/MeOH 20:1 ) to give the 
title compound (296mg, 49%) as an oil. 5H (CDCI3) 7.07 (2H. d, J 8.3Hz), 
6.64 (2H. d, J 8.3Hz), 5.28 (1H, br s), 4.99 (IH, m), 4.05 (2H. q, J 7.1Hz), 
2.82 (IH, dd. J 15.1, 6.5Hz), 2.73 (IH, dd, i 15.1, 6.5Hz). 1.42 (9H, s). 
1.17 (3H, t, A 7.1Hz). m/z (ES+, 70V) 331 (MNa*). 

30 

INTEMEDIATE 22 

Ethvl f3f?t-3.»tert.Butoxvcarbonvlaminon-3-r4-(2.6-naphthvridin-1- 
vlamino^phenvlpropanoate 

Intermediate 21 (250mg, 0.81mmol) In 2-ethoxyethanol (2ml) was treated 
35 with 1-chloro-2,6-naphthyridine (134mg) and heated at 120o for ISmins, 
then lOO^C for 1h, then cooled and concentrated. The residue was 
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extracted into EtOAc (x 3), washed with sodium bicarbonate solution, 
brine, dried (Na2S04), filtered and concentrated to give the crude product. 
The products were purified by column chromatography (Si02; 
CH2Cl2/MeOH 50:1-20:1-10:1) to give the deprotected compound (106mg. 

5 30%) as a brown gum and the title compound {98mg, 36%) as a yellow 
gum. 6H(CDCl3)9.18(1H.s). 8.66 (1H. d. J5.9Hz), 8.20 (1H, d. J5.8H2). 
7.73 (1H, d, i 5.9Hz), 7.65 (2H, d, A 8.5Hz). 7.30 (2H. d. J 8.5Hz), 7.19 
(1H. d. J 5.8Hz), 5.47 (1H. m), 5.08 (1H, m). 4.09 (2H, q. J 7.1Hz). 2.83 
(2H. t. i 6.4Hz). 1.44 (9H, s). 1.20 (3H, t. J 7.1Hz). m/z (ES+. 70V) 437 

10 (MH+). 

INTERMEDIATE 23 

PthMl rP\.3.Ammo.3-M4? 6.naDhthvririin-1 -vlamino)Dhenvl 
propanoate 

15 Intermediate 22 (lOOmg. 1mmol) was dissolved in EtOAc (5m!) and 
saturated with HCI gas. The reaction mixture was stirred to give a 
precipitate which was filtered and dried to give the title compound which 
was combined with the material isolated from the previous reaction. 5H 
(CDCI3) 9.18 (1H, s). 8.65 (1H, d. J 5.9Hz). 7.65 (2H, d. J 8.5Hz,). 7.37 

20 (2H, d. J 8.5Hz). 7.19 (1H, d. J 5.7Hz). 4.44 (1H. t, J 6.8Hz). 4.15 (2H, q. J 
7.1Hz). 2.68(2H. d. J6.8HZ), 1.25 (3H, t, J 7.1Hz). . 

INTERMEDIATE 24 

AI.BOC.CM2-PvrimidinYl).l -tx/rosine methvl ester 

25 A solution of W-BOC-L-tyrosine methyl ester (3.0g. 10.2mmol) in DMF 
(5ml) was added to a suspension of NaH (60% in oil, 1 1 .2mmol. 447mg) in 
DMF (10ml). After 10 min, a solution of 2-chloropyrimidine (11.2mmol. 
1.28g) in DMF (3ml) was added and the mxiture stirred overnight. The 
reaction was quenched with water, diluted EtOAc and washed with water 

30 and brine. The EtOAc layer was dried (Na2S04) and concentrated in 
vacuo. Purification by column chromatography [Si02, Et0Ac/hexane,1;1] 
gave the title compound. 5H (DMSO cfe) 8.62 (2H. d. J 4.8Hz). 7.37 (1H. 
d, J 8.1Hz), 7.28 (2H. d. i 8.4Hz). 7.24 (1H. t. J 4.8Hz). 7.09 (2H. d. J 
8.4Hz), 4.18 (1H, m), 3.01 (1H, dd. J 13.8. 4.6Hz), 1.33 (9H, s). 

35 

IMTERMEDIATE 2S 
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n./2-Pvrimidinvn-L.tvrnsine methvl ^^\tfr hyrirochloride 

Removal of BOC group from Intermediate 24 (HCI/EtOAc) gave the tme 
compound as a white solid. 5H (DMSO ds) 8.69 (3H. m). 8.63 (2H, d. J 
4.9Hz), 7.31-7.25 (3H, m). 7.15 {2H. d. J 8.6Hz), 4.30 (1H, m). 3.69 (3H, 
5 s), 3.19 (1H. dd. J 14.5. 6.4Hz). 3.12 (1H. dd. J 14.3. 7.2Hz). 

INTERMEDIATE 26 

N BOC-0-(3.5-Dichloroisonicotinovl>.L-tvrosine methvl ester 

A solution of N-BOC-/. -tyrosine methyl ester (2.95g, lOmmol) in THF 
10 (10ml) was added to a suspension of NaH (60% in oil. 1 1mmol, 440mg) in 

THF (30ml) at Oo. After lOmin. a solution of 3,5-dichloroisonicotinoyl 

chloride (llmml. 2.32g) in THF (10ml) was added and the mixture stirred 

at RT for 4h. NH4CI (aq) was added and the mixture extracted with DCM. 

The DCM extracts were dried (Na2S04) and concentrated in vacuo. 
15 Recrystallisation (EtOAc/hexane) gave the title comoound as white 

crystals (3.61 g. 77%). 5H (DMSO de) 8.89 (2H, s), 7.39 (2H. d. J 8.5Hz). 

7.32 (1H. d. J 8.2Hz). 7.23 (2H. d, i 8.5Hz), 4.21 (1H. m). 3.62 (3H. s). 

3.05 (1H. dd, J 13.8. 4.9Hz), 2.89 (1H. dd. J 13.8. 10.5Hz). 1.31 (9H). m/Z 

(ES+, 70V)410(M++Na). 

20 

IMTFRMEDIATE 27 

Q.f3.S.DichloroisonicotinovtWL.tvrofiine methvl ester hydrochloride 
Intennediate 26 (3.61 g) in EtOAc (150ml) was treated with HCI/EtOAc 
(3m, 50ml). The white precipitate produced was filtered off and dried to 
25 give the title compound as a white solid (1 .93g). 6H (DMSO ds) 8.90 (2H, 
s), 8.74 (3H. br), 7.42 (2H, d, J 8.5Hz). 7.28 (2H. d, J 8.6Hz). 4.31 (1H. m), 
3.67 (3H. s), 3.25 {1H. dd. A 14.2. 6.0Hz), 3.17 (1H. dd. J 14.1. 7.2Hz). m/Z 
(ES+. 70V) 369 (MH+). 

30 INTERMEDIATE 28 

3.ButvM-methoxv-3^vclobutene-1.2-dione 

n-BuLi (8.13ml of a 1.6M solution in hexane, 13mmol) was added slowly to 
a solution of 3,4-dimethoxy-3-cyclobutene-1.2-dione (1.42g, lOmmol) in 
THF (100ml) at -78°. After 2h. trifluoroacetic anhydride (2.12ml, 15mmol) 
35 was added. After a further 30min the cold solution was poured into 
NH4CI(aq) (100ml) and EtOAc (100ml) and stirred well. The aqueous 
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layer was extracted with EtOAc. The organic extracts were washed with 
brine, dried (Na2S04) and concentrated in vacuo. Column 
chromatography (SiOa. EtOAc/hexane, 30.70) gave the title cgmpound as 
a yellow oil (803mg. 48%). 5H (CDCb) 4.42 (3H. s), 2.60 (2H. t. i 7.6Hz), 
5 1.71-1.61 (2H. m). 1.44-1.32 (2H. m). 0.94 (3H. t. i 7.3Hz). m/Z (ES+. 
70V) 169 (MH+). 

INTERMEDIATE 29 

Mftthvi m.2.r(tert-butoyvcarbonvnamino1-3-<3-methoxv-4- 

10 nitroDhenvn-2-Dropenoate 

Activated manganese IV oxide (26g) was added to a mixture of 3-methoxy- 
4-nltrobenzylalcohol (5.26g, 28.7mmol), A/-(t-Butyloxycarbonyl)-a- 
(diethylphosphono)glycine methylester (described in W099/47547) (8.91 g, 
27.4mmol) and DBU (4.29ml, 28.7mmol) in DCM (150ml) at Qo. The 

15 mixture was stirred at RT overnight then filtered. The filtrate was washed 
with dil. HCI, dried (Na2S04) and evaporated in vacuo. Recry stall isation 
from MeOH gave the title compound as pale brown crystals (4.6g). 5H 
(DMSO de) 8.94 (1H, br s), 7.91 (1H, d, i 8.4Hz). 7.56 (1H, d, i 1.5Hz), 
7.36 (1H, dd. J8.5. 1.3Hz), 7.12 (1H, brs). 3.92 (3H, s). 3.75 (3H, s), .1.37 

20 (9H. s). m/2 (ES+. 70V) 375 (M++Na). 

INTERMEDIATE 30 

Mpthvl 3-(4-amino-3-methoxvp hPnvlW2-r(fftr/-butoxvcarbonvnamino1- 
g-nropanoate 

25 A mixture of Intermediate 29 (2.30g, 6.53mmol) and palladium on charcoal 
(10% Pd on carbon, 230mg) in MeOH (65ml) was stirred under a hydrogen 
atmosphere at RT overnight. The catalyst was filtered off and the filtrate 
concentrated in vacuo. Recrystallisation (EtaO/hexane) gave the iiilg 
compound as dark pink needles (1.62g, 77%). 5H (DMSO de) 7.12 (1H. 

30 d. J 7.9Hz). 6.65 (1 H, s), 6.51 (2H, s), 4.52 (1 H, s), 4.49 (1 H, s). 4.07 (1 H. 
m). 3.72 (3H, s). 3.59 (3H, s). 2.81 (1H, dd, A 13.7. 5.4Hz). 2.69 (1H. dd, J 
13.1. 9.5Hz). 1.32 (9H. s). mfZ (ES+, 70V) 347 (MNa*). 

INTERMEDIATE 31 

35 MPthvl 3./4-r/6 7-dimethoxv ^^iiinayolmvltemtno1-3-inethoxvphenvlV 
2-pterr-butoxvcarbonvnaminolDropanQate 
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A mixture of Intermediate 30 (486mg. I.Smmol). 4-chloro-6.7-dimethoxy 
quinazoline (337mg, 1.5mmol) and diisopropylethylamine (261 ^l, 1.5mmol) 
in ethoxyethanol (1.5ml) was heated at 120° for 24h. The mixture was 
diluted with DCM, washed with dil. HCI and water, dried (Na2S04) and 
5 concentrated in vacuo. Column chromatography (SiOa: MeOH/DCM, 
5:95) gave the title compound as a brown gum (720mg. 94%). 8H (DMSO 
de) 9.10 (1H. s, ArNH), 8.34 (1H. d. J I.OHz). 7.85 (1H. d. J 1.4H2), 7.47- 
7.44 (2H. m), 7.40 (1H. d. J 8.0Hz). 7.47-7.44 (2H. m). 7.40 (1H. d, J 
8.0Hz). 7.20 (1H. s), 7.07 (1H. s). 6.91 (1H. d, J 8.0Hz). 4.34-4.28 (1H. m). 
10 3.98 (3H. s). 3.98 (3H. s).3.82 (3H, s) 3.70 (3H, s). 3.09 (1H, dd. J 13.8. 
5.0H2). 2.95 (1H, dd, J 13.7. IO.OH2), 1.42 (9H. s). m/Z (ES+. 70V) 573 
(MH+). 

INTEiRMEDIATE 32 
15 Methvl 2-am ino-3.^4.f^6.7.dimethoxv.4.quinazolinvnamino1-3- 

mRthnxvDhenvllproDanoate hydrochloride 

Dry HCI was bubbled into a solution of Intermediate 31 (715mg, 1.4mmol) 
in EtOAc (30ml) for a few seconds. The mixture was stirred at RT for 1h. 
The precipitate was filtered off and dried to give the title comoound as a 
20 brown solid (534mg, 85%). 6H (DMSO de. 370K) 8.57 (1H, s). 8.23 (1H 
br s). 7.43 (1H. d. J 7.9Hz). 7.15 (1H. s). 6.95 (1H. dd, J 8.0. 1.5Hz). 4.28 
(1H. dd, J 7.1, 6.2Hz), 4.02 (3H, s). 4.01 (2H, s), 3.82 (3H. s), 3.75 (3H, 
s), 3.31 (1H. dd. A 14.2. 6.1Hz), 3.24 (1H, dd, i 14.2, 7.1Hz). ni/2(ES+, 
70V) 413(MH+). 

25 

INTERMEDIATE 33 

Methvl fSW2.r(fert.butoxvcarbonvnamino1-3-/4-r2-(2.6- 
dichlorophenvnethvnvnohenvllproDanoate 

Nitrogen was bubbled through a solution of A/-BOC-L-4-iodophenylalanine 
30 methyl ester (1 .50g, 3.69mmol) in toluene (20ml) and triethylamine (10ml). 
Bis(triphenylphosphine)palladium (II) chloride (10mol%, 260mg) and . 
copper (I) iodide (20mol%. 140mg) were added. A solution of 2.6- 
dichlorophenylacetylene (949mg. 5.55mmol) in toluene (10ml) was added 
by syringe-pump over 3h. The mixture was stirred at RT for a further 3h. 
35 The mixture was diluted with EtOAc. washed with" dil. HCI and brine, dried 
(Na2S04) and evaporated in vacuo. Column chromatography (Si02; 
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EtOAc/hexane. 20:80) gave the title compound as a brown gum (1.61g. 
97%). 6H (DMSO de). 7.60-7.58 (2H, m). 7.51 (2H. d, J 8.1 Hz). 7.42 (1H. 
dd. i 8.8, 7.4Hz), 7.33 {2H, d, i 8.1Hz). 4.21 (1H, br m), 3.73 (3H. s), 3.04 
(1H, dd. A 13.8. 5.0Hz). 2.88 (1H, dd. J 13.7. 10.0Hz) and 1.31 (9H, s): m/Z 
5 (ES+. 70V) 470 {M*+ Na). 

IMTgRMEDIATE 34 

MftthvnSU2.amino.3- f4.r2./2.6.dichloroDhenvnethvnvnphenvll 

prnnanoate hydrochloride 
10 HCI gas was bubbled through a solution of the compound of Example 33 

(1 .6g. 3.57mmol) in EtOAc (70ml) for 5 min. The mixture was stirred for 1h 

at RT. The precipitate formed was filtered off and washed with ether to 

give the title compound as an off-vi4iite solid (1.21g, 88%). 6H (DMSO de). 

8.73 (3H. br s). 7.60 (2H, d. J 8.0Hz). 7.56 (2H. d. J 8.1Hz). 7.44 (1H. dd. J 
15 8.7. 7.6Hz). 7.35 (2H. d. J 8.1Hz). 4.30 (1H. t, J 6.6Hz). 3.68 (3H. s), 3.25 

(1H. dd. A 14.2. 6.1Hz), 3.16 (1H. dd. A 14.0. 7.2Hz); miz (ES+. 70V) 348 

(M*+ H). 

INTERMEDIATE 35 
20 S.Methvl-4-r3Hyquinazolinone 

6-Methylanthranilic acid (5g, 33mmol) and formamidine acetate (0.4g. 

41mmol) were refluxed in 2-ethyoxyethanol (50ml) for 16h. On cooling 

the solvent was removed in vacuo, the residue sluaied in diethyl ether, the 

solid filtered, washed with diethyl ether and dried to yield 3.6g of the liUs 
25 compound . 5H (DMSO de). 7.97 (1H, s). 7.60 (1H. dd, A 7.9. 7.6Hz). 7.43 

(1H. d. i 8.0Hz). 7.21 (1H. d, A 7.3Hz), 2.76 (3H. s); m/Z (ES+ 70V)161 

(MH+). 

IMTERMEDIATE 36 

30 4.Chloro-S-methvinuina20line 

The compound of Intermediate 35 (4.1g. 26mmol) was refluxed in 
phosphorous oxychloride (60ml) for 5h. On cooling the phosphorous 
oxychloride was removed in vacuo and the residue quenched in ice cold 
saturated sodium bicarbonate. The resulting mixture was extracted with 

35 EtOAc (3 X 50ml). washed with brine, dried ■(Mg2S04). the solvent 
removed and the residue purified by column chromatography (silica 1:1 
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ethylacetate/ isohexane) to yield the fitie p.nmpound as white solid. 5H 
(DMSO de). 8.5 (1H, s). 7.7 (1H. dd) 7.8 (1H. d). 7.3 (1H. m) 

IMTgRMEDIATE 37 
5 FthvM S^-3-f4-fr5-methvl ■4-Quinazolinvnaminoto henvn-2-(t-butoxv- 

carbonvnamlno propanoate 

Ethyl-(S)-3-{4-aminophenyl)-2-[(t-butoxycarbonyl)amlno]propanoate 
(413mg, 1.4mmol) and Intermediate 36 (250mg. 1.4mmol) were heated at 
reflux in EtOH (10ml). The solution was cooled, solvent removed in vacuo, 

10 residue stirred in EtOAc (10ml) and sat. sodium bicarbonate (10ml), 
organic layer isolated, washed with sodium bicarbonate, brine, dried 
(MgS04) and the solvent removed, to yield the title compound as an off 
Me solid (520mg). 6H (CDCI3) 8.6 (1H. s), 7.8 (1H, br, s), 7.7 (1H, d, J 
7.8Hz). 7.6 (2H. m). 7.3 (1H, d. J 7.2Hz). 7.2 (2H. d. i 8.7Hz). 5.2 (1H. br 

15 m). 4.6 (1H, br m) 4.2 (2H, q. J 7.2Hz). 3.15 (2H, br m). 3.1 (3H. s). 1.4 
(9H.S), 1.25 (3H, t. J 7.2Hz). 

INTERMEDIATE 38 

Ethvl-<S)-3-(4-rf5-methvl-4-auinazolinvna minolphenvn-2- 
20 aminopropanoate 

The compound of Intermediate 37 (l.lg, 2.5mmol) in DCM (4ml) and 
trifluoroacetic acid (2ml) was stirred for 1h. The solution was poured onto 
saturated sodium bicarbonate and extracted with EtOAc (x 3). The 
extracts were washed with brine, dried (MgS04), solvent removed in 
25 vacuo to give the title compound as yellow oil. 5H (CDCI3), 8.6 (1H. s), 
7.8 (1H, br s), 7.7 (1H, d, J 8.4Hz), 7.6 (3H. m). 7.3 (3H. m) 4.2 (2H, q. J 
7.2Hz), 3.7 (1H. m), 3.1 (1H. dd. J 13.6. 8.4Hz). 3.0 (1H, s). 2.8 (1H. dd. J 
1 3.6. 7.9Hz). 1 .3 (3H. t, J 7.2Hz). m/2 (ES*. 70V) 351 (MH+) 

30 INTERMEDIATE 39 

Methvt-2-amino-5-ftrifluoromethoxv^ben2oate 

A mixture of 2-Bromo-4-trifluoromethoxy aniline (2.7g, 10.6mmol) 
palladium (II) acetate (360mg,) triethylamine (9ml) and 1,3-bis 
(diphenylphosphino) propane (651 mg) in anhydrous methanol (10ml) and 
35 anhydrous dimethyl fomiamide (10ml) were cooled In ice/methanol bath, 
and carbon monoxide gas was bubbled through for lOmin. The mixture 
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was heated at 70° under a partially inflated balloon of cart)on monoxide for 
17h. On cooling nitrogen was bubbled through the solution to dispense 
excess carbon monoxide, and the mixture was poured onto water (50ml) 
and EtOAc (50ml), filtered through Celite®, the organic layer isolated, and 
5 aqueous phase was extracted with EtOAc. The organic layers were 
combined, washed with water (x 2), brine (x 2), dried (MgS04), and the 
solvent removed in vacuo. The residue was distilled and the fraction 
boiling at 170°, 0.08 mbar collected to yield 1.8g of a yellow liquid. 6H 
(CDCI3). 7.7 (1 H, m). 7.1 (1 H. m), 6.6 (1 H, d, i 9.0Hz), 3.9 (3H, s). 

10 

INTgRMEDIATE 40 

6.fTrifluoromethoxvMr3H1.ouinazonne. 

Prepared in a similar manner to the compound of intermediate 35 from the 
compound of Intermediate 39. 5H (DMSO de). 8.1 (1H, s), 7.9 (1H, s), 7.8 
15 (2H,m). 

INTERMEDIATE 41 

4.Chtoro.6Wtrifluoromethoxv^auinazoline. 

Prepared from the compound of Intermediate 40 in a similar manner to that 
20 described for Intermediate 36. 5H (CDCI3). 9.1 (1H, s). 8.1 (1H, d. J 
9.2Hz). 80 (1H.m). 7.8(1 H.m); m/z (El*. 70V) 249/251. 

IMTgRMEDIATE 42 

Ethvl-fSU3.f4-/r64trifluoroinethoxv^.4-qntnazQlinvnaminolD henvi.2. 
25 r/t-butoxvcarbonvhaminolDroDanoate 

Prepared from Intermediate 41 in a similar manner to that described for 
Intermediate 37. 5H (CDCI3). 8.7 (1H, s). 8.0 (1H, d, J 9.1Hz), 7.8 (1H, br 
s), 7.6 (3H. m), 7.2 (2H, d. J 8.5Hz), 5.0 (1H. br s) 4.5 (1H. br s), 4.2 (2H, 
q, J 7.2Hz), 3. 1 (2H, br s), 1 .4 (9H. s), 1 .2 (3H, t. J 7.2Hz). 

30 

INTERMEDIATE 43 

Ethvl fSW3-f4-^r6-trifluoromethox v\-4-auina2olinvnamino->phenvn-2- 

amin9pr9pan9at9 

Prepared from the compound of Intennedlate 42 In a similar manner to that 
35 described for Intermediate 38. 5H (CDCI3). 8.7 (IN, s), 7.9 (1H. d, J 
9.2Hz). 7.7 (1H, br m), 7.6 (3H. m), 7.2 (2H, d, i 7.1Hz), 4.2 (2H. q, J 
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7.2Hz). 3.8 (1H, m). 3.1 (1H, m), 2.9 (1H. m). 1.3 {3H. t. i 7.2Hz); m/z 
(EI+.70V) 421 (MH+) 

IMTFRMEDIATE 44 

5 ?-^mino-4-m ethoxv-3-cvclobutene.1.2-dione 

3,4-Dimethoxy-3-cyclobutene-1, 2-dione (1.3g. 9.2mmol) in of MeOH 
(10.0ml) was treated with aqueous ammonia (lO.Omt of a 2.0M solution) 
and stirred at ambient temperature for 2h. The yellow precipitate thus 
formed was recovered by filtration, washed with MeOH and Et20 and dried 
10 in vacuo to afford the title compound (0.87g, 75%) as ah amorphous 
yellow powder 5H (d6 DMSO) 8.32 (2H. br s). 4.28 (3H, s). m/z (ES+, 
70V) 127 (MH*). 

IMTPRMEDIATE 45 

15 MBthvMSW344-W2.chloro-6.7.dimethoxv-4- 

q.iina7olinvl^amino1p henvlV2-rft-hnto»vnarbonvl>amino1PrOPanoate 
Prepared in a similar manner to the compound of Intermediate 9 from 
. methyl-(S)-3-(4-aminophenyl)-2-(/y/-t-butoxycarbonylamino)propanoateand 
2.4-dichloro-6,7-dimethoxyquinazoline. 5H (CD3OD) 7.72 (1H, s), 7.69 

20 {2H. d. A 8.4Hz). 7.25 (2H. d. i 8.4Hz). 7.05 (1H, s). 4.34 (1H. m), 4.15 
(2H. m. J 7.1Hz), 4.00 (3H. s), 3.96 (3H, s). 3.08 (1H. m), 2.97 (1H, m), 
1.40 (9H, s), 1.23 (3H. t, J 7.1 Hz), m/z (ESI* 531 (MH+). 

EXAMPLE 1 

25 PfhvlfS^-3-r4.<3.5-dichloro -4.nvridvlcarhft»am}dotehenvn-2-f2- 
ij8nproDoxv-3.4-dioxocvlobut-1-envlamino>prQPanoate 

A solution of Intermediate 3 (2.1g, 5mmol) in EtOH (25ml) was treated with 
DIPEA (0.96ml, S.Smmol) and 3,4-diisopropoxy-3-cyclobutene-1, 2-dione 
(1.1g, 5.5mmol) and heated to reflux for 16h. The reaction mixture was 

30 cooled and concentrated in vacuo. The residue was taken up in EtOAc 
(50ml) and washed with 10% aqueous citric acid (2 x 50ml), NaHCOa 
solution (2 x 30ml) and brine (30ml), dried (MqSOa) and the solvent 
evaporated in vacuo to give a pale yellow oil, which was purified by column 
chromatography (SiOz.EtOAcihexane 1:1) to give the title pornpoupd as a 

35 white foam 1.62g, 62%). 5H (DMSO d^). 10.45 (1H. s). 8.69 (2H. s), 8.52 
(1H. d. i 8.4Hz). 7.57 (2H. d. J.7.6HZ). 7.25 (2H. d. i 7.6Hz). 5.22 (1H. 
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m), 4.69 (1H. m). 4.19 (2H. q. i 7.1Hz). 3.25 (1H, dd. J 14.3, 5.2Hz). 3.07 
(1H. dd. d 14.3. 9.4Hz), 1.38 {6H. dd, J 6.2, 3.9Hz). 1.23 (3H, t. J 7.1Hz). 

EXAMPLE 2 

5 Ethvl-fSW3-r4.f3.5-dichloro^-DvridvlcarboxamidotDhenvn.2-f2-r3- 
methoxvproDvlamine]-3.4-dioxocvclobut-1-envlaminotoroDanoate 
A solution of the compound of Example 1 (1.55g, 2.99mmol) in EtOH 
(25ml) was treated with 3-methoxypropylamine (0.34 ml. 3.3mmol) and 
stirred for 16h at RT. The white solid was isolated by filtration, and 
10 washed with cold EtaO (3 x 1 0ml) to give the title compound (1 .38g, 84%). 
5H (DMSO d6),10.89 (1H. s). 8.80 (2H. s). 7.59 (2H. d.J 8.4Hz). 7.25 (2H, 
br m), 7.18 (2H. d. J 8.4Hz). 4.99 (1H. m). 4.18 (2H. q. J 7.1Hz), 3.54 (2H. 
m). 3.37 (2H. t. J 6.3Hz). 3.23 (3H. s). 3.16 (1H. m). 3.06 (1H. m). 1.75 
(2H. q. i 6.3Hz). 1.22 (3H, t. J 7.1Hz). m/Z (ES+, 70V) 549 (MH*). 

15 

EXAMPLE 3 

fS^3-r4-f3.5.Dichloro.4.pvridvicarboxamidotohenvn.2.f2-f3- 
methoxvDroDvlamtnot.3.4.dioxocvclobut-1-envlamino^propanoic acid 
A solution of the compound of Example 2 (1.30g, 2.4Bmmol) in THF (40ml) 

20 and water (25ml) was treated with LiOH.H20 (125mg. 2.98mmol) and 
stirred for 3h at RT. The reaction mixture was concentrated in vacuo, and 
acidified to pH 2 with 1M hydrochloric acid. The resulting solid was 
isolated by filtration .washed with water and dried in vacuo to give the iitlg 
compound (1.15g. 85%). 6H (DMSO dS). 10.89 (1H. s). 8.79 (2H. s). 7.58 

25 (3H. m). 7.19 (2H. d, J 8.1Hz). 4.92 (1H. m), 3.54 (2H, m). 3.23 (3H. s). 
3.16 (1H, dd, J 13.9. 5.1Hz), 3.05 (1H. dd. J 13.9. 7.4Hz) and 1.74 (2H. t. J 
6.4Hz). m/Z (ES+. 70V) 521 (MH*). 

EXAMPLE 4 

30 Ethvl-fS>-3r4-f3.5-dichloro-4-Dvridvlcarboxamido)Dhenvn-2-(2- 
proDvlamino.3.4.dioxocvclobut-1-envlamino>propanoate 
A solution of the compound of Example 1 (1g, 1.93mmol) in EtOH (25ml) 
was treated with n-propylamine (0.18ml. 2.12mmol) and stirred at RT for 
16h. The resulting white solid was isolated by filtration and washed with 

35 cold Et20 (2 X 20ml) to give the title compound (0.68g. 68%). 6H (DMSO 
d6). 10.87 (1H. s). 8.78 (2H. s). 7.57 (4H. m.). 7.16 (2H. d. i 8.3Hz). 4.97 
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(1H. m), 4.16 (2H. q. J 7.1 Hz). 3.44 (2H. m), 3.11 (2H, m). 1.50 (2H. m). 
1.20 (3H, t. J 7.1H2). 0.86 (3H, t. J 7.1Hz). alz (ES*. 70V) 519 (MH+). 

EXAMPLE $ 

5 <<?^-3.r443.5.Dichloro^.nvridvlcarboxamirin\phenvn.242. 
prnpvlamino-3.4-dioynrvclobut-1 .envlaminotoropanoic acid. 

The title compound (0.67g, 99%) was prepared from the compound of 
Example 4 (0.66g, 1.27mmol) in a similar manner to the compound of 
Example 3. 6H (DMSO d©). 10.51 (1H, s), 8.71 (2H, s). 7.56 (2H, d, J 
10 8.3H2). 7.36 (1H. m), 7.31 (1H. d. A 9.0Hz), 7.22 (2H. d. i 8.3H2). 4.96 
(1H. m). 3.49 (2H. q. J6.7Hz), 3.20 (1H, dd, J 14.1,5.6H2), 3.09 (IH, dd. J 
14.1, 7.4Hz). 1.57 (2H. m). 0.92 (3H. t. i 7.4Hz). m/Z (ES"^, 70V) 491 
(MH+). 

15 EXAMPLE 6 

Ethvi fS)-3-r4-f3.5-dichioro-4.pvridvlcarboxamidotohenvn-2-W2-fert- 
butvn-3.4-dioxo-1-cvclobutenvlammo^propanoate 

A mixture of the compound of Intermediate 4 (392mg, 2mmol), 
Intermediate 3 (837mg, 2mmol) and DIPEA (348^1, 2mmol) in abs. ethanol 

20 (20ml) was heated at reflux for 24h. The solvent was removed in vacuo 
and the residue dissolved in DCM, washed with HCI (1M), dried (Na2S04) 
and evaporated in vacuo. Column chromatography (Si02; MeOH/DCM, 
5:95) gave the title comoound as a yellow foam (741 mg, 72%). 5H (DMSO 
de). 10.83 (IH, s), 8.77 (2H, s). 8.54 (IH. d, i 8.6Hz,), 7-54 (2H, d, i 

25 8.4Hz). 7.23 (2H. d, i 8.5Hz), 5.01 (IH. m), 4.17 (2H, q. J 7.1Hz), 3.25 
(IH, dd.i 4.6Hz). 3.04 (IH. dd. J 13.7, 10.9Hz), 1.21 (9H, s). 1.21 (3H, t. 
J 7.1Hz) . m/2 (ES+. 70V) 518 (M*+ H). 

EXAMPLE 7 

30 (S).3-f4-f3.5-Dichloro-4-Dvridvlcarboxamidotohenvn-2-r(2-terf-butv»- 
3.4-dioxo-1-cvclobutenvlamino^DroDanoate 

Lithium hydroxide monohydrate (66mg, 1.56mmol) was added to the 
compound of Example 6 (735mg, 1.42mmol) in THF (14ml) and water 
(14ml). After 2.5h at RT the THF was removed in vacuo. The aqueous 
35 residue was acidified (pHI , 1 M HCI) and the precipitate filtered off, washed 
with water and dried to give the title compound as a pale brown solid 
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(625mg. 90%). 5H (DMSO de). 13.29 (1H. br s), 10.85 (1H, s). 8.78 (2H, 
s). 8.49 (1H. d. J 9.2Hz), 7.55 (2H. d. J 8.5Hz). 7.24 (2H, d. J 8.5Hz). 4.95 
(1H, ddd. i 11.0. 9.3, 4.2Hz), 3.28 (1H. dd. i 13.8. 4.1Hz), 3.04 {1H, dd. J 
13.7, 1.1Hz), 1.22 (9H, s); (ES+ 70V) 490 (M*+ H). 

5 

gXAMPLE 8 

Methvl fSW3-f4.r<3.S.dicht nroisonicotinnYHoyv^phenvl\-2-(2- 
p rnpvlamino-3.4-dioxocvclbtiM-envlam ino^propanoate 
In a similar manner to that described for Example 1 and Example 2 the liUs 
10 nnmoound was prepared from the compound of Intermediate 27 as a white 
solid. 5H (DMSO de, 390K) 8.81 (2H, s), 7.36 (2H. d. J 8.7Hz). 7.26 (2H, 
d. J.8.7HZ). 5.11-5.05 (1H, m), 3.78 (3H, s), 3.52-3.47 (2H. m) 3.29 (1H. 
dd. J 14.2. 5.9Hz). 3.18 (1H. dd. J 14.2, 9.7Hz). 1.63-1.54 (2H. m), 0.93 
(3H. t, J 7.4Hz,). m/Z (ES*. 70V) 506 (MH+). 

PXAMPLE 9 

(<tV3J4.W3.S.Dichloroi sonicotinovnoxv1nhenvlV2-(2-PrPPVlamipo-?.4- 
^j^yocvelobuM -envlaminotoropanoic acid 

In a similar manner to that described for Example 3 the title compound was 
20 prepared from Example 8 as a white solid. 5H (DMSO de, 390K) 13.31 
(1H, br), 8.80 (2H. s), 7.38 (2H. d. J 8.6Hz), 7.25 (2H. d. iS SHz), 5.0-4.98 
(1H, m), 3.52-3.47 (2H, m.) 3.29 (1H, dd. i 14.2. 5.7Hz). 3.16 (1H. dd. i 
14.2, 7.5Hz). 2.51-2.50 (2H. m). 0.93 (3H. t. J 7.4Hz). m/z (ES+. 70V) 494 
(MH+). 

25 

EXAMPLE 10 

FthvlfS)-3-r4-f3.5-dichloro-4-Dv ridvicarboxamidotohenvn-2-(2-butvl- 
3.4-dioxo-1-cvclobutenvlamino)pr opanoate 

A mixture of Intermediate 28 (336mg, 2mmol), Intermediate 3 {837mg, 
30 2mmol) and DIPEA (700^1, 4mmol) in EtOH (2ml) was heated at reflux for 
2h. The solvent was removed in vacuo. The residue was dissolved in 
DCM (150ml). washed with dil. HCI. dried (Na2S04) and concentrated in 
vacuo. Column chromatography (8102- MeOH/DCM, 5:95) gave the tjUg 
compound as a yellow foam (904mg. 87%). 5H (DMSO de. 390K) 10.39 
35 (1H. br s). 8.68 (2H. s). 8.59 (1H. br d, J 7.8Hz). 7.55 (2H. br s). 7.26 (2H, 
d. J 8.3Hz). 4.84 (1H. br s). 4.21 (2H. q. i 7.1Hz). 3.28 (1H. dd. 1 14.3. 
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5.3Hz). 3.10 (1H. dd. J 14.3. 9.2Hz). 2.5 {2H, m). 1.62-1.54 (2H. m). 1.38- 
1.29 92H). 1.24 (3H, t. J 7.1Hz. CO2CH2CII3). 0.91 {3H, t. i7.3Hz). miz 
(ES+. 70V) 518(MH*). 

5 EXAMPLE 11 

(5t\-3-/4-(3.S-Dichloro-4-Dvridvlcar hoyamido^ohftnvn-2-f2-butvl-3.4- 
dioyo-l-cvclobutenvlamino^DroDanoic add 

In a similar manner to that described for Example 3 the title compound was 
prepared from the compound of Example 10 as a pale yellow solid. 5H 
10 (DMSO de, 370K). 10.48 (IN, s). 8.70 (2H. s). 8.5 (IH, v br). 7.55 {2H, d. 
i 7.8Hz). 7.25 (2H. d, i 7.9Hz). 4.85 (1H. v br). 3.29-3.22 (IH. m). 3.09- 
3.03 (IH, m). 2.5 (2H. m). 1.57-1.51 (2H. m), 1.36-1.27 (2H. m), 0.90 (3H. 
t. A 7.3Hz). m/Z (ES*. 70V) 490 (MH*). 

15 FXAMPLE 12 

Fthvl tSU3.f4.rf2.6-naph thvririln.1.vnaminolDhenvn2-n2-iSQPrOPOXV 
■-^ 4-riioxocvclobut-1 -envnaminolpropanoate 

A solution of Intermediate 7 (280mg. 0.84mmol) and 3,4-diisopropoxy-3- 
cyclobuten-1.2-dione (200mg, I.OImmol) in absolute ethanol (5ml) was 

20 stirred at RT for 8h then at 50° for 18h. The volatiles were removed in 
vacuo and the residue chromatographed (silica, 80% EtOAc/Hexane to 
100% EtOAc) affording the title comoound as a dull yellow foam (250mg, 
63%). 6H (CDCI3) 9.18 (1H, s). 8.66 (1H, d, i 5.9Hz), 8.21 (IH, d, J 
5.7Hz), 7.72 (IH, d. J 5.9Hz), 7.66 (2H. d, J 8.5Hz). 7.22 (IH. obs. s). 7.20 

25 (1H. d. A 5.7Hz), 7.14 (2H. d, J 8.5Hz). 6.37, 5.90, 5.18 and 4.60 (together 
IH, br m's). 4.27 (2H, q. A 7.1Hz), 3.31-3.10 (2H, br m). 1.42 (3H. d. A 
6.2Hz). 1.41 (3H, d, A 6.2Hz). 1.32 (3H. t. A 7.1Hz); miZ (ES*. 70V) 475 
(MH*). 

30 EXAMPLE 13 

Fthvl fS>.3-f4-rf2.6-naphthvridin-1. vl^amino1phenvll2-ir2-/V.<V- 

riiRthvtamino-3.4-dinxocvclobut-1-RnvnaminQ>PrPPanoate 
The compound of Example 12 (240mg. 0.51 mmol) and diethylamine 
(74mg. 105jil. I.OImmol) In absolute ethanol (2ml) was stirred at 45° 
35 under an atmosphere of N2 for 18h. The volatiles were removed in vacuo 
and the residue chromatographed (silica, gradiant elution 1 to 3% 
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EtOH/EtOAc) to afford the title compound as a yellow foam (240mg, 97%). 
5H (CDCI3) 9.17 {1H. s). 8.65 (1H, d.i5.9Hz), 8.19 (1H, d. i5.7H2), 7.78 
(1H. d. J 5.9Hz), 7.68 (2H, d, J 8.4H2), 7.48 (1H, s). 7.18 (1H. d. J 5.7Hz), 
7.13 (2H, d, i 8.4Hz). 5.45-5.35 {2H, overlapping signals). 4.25 (2H, q. J 
5 7.1Hz). 3.68-3.31 {4H. br m). 3.30-3.18 (2H. m), 1.31 (3H. t, J 7.1Hz), 1.22 
(6H. t, J 7.1Hz); miz (ES+, 70V) 488 (MH+). 

EXAMPLE 14 

/S^.3-f4.K2.6.NaDhthvridin.1.vnaminolDhenvn2-rr2-/V.iV-diethvtaminQ- 

10 3.4.dioxocvclobut-1 -en vnaminolproDanoic acid 

The compound of Example 13 (230mg, 0.47mmol) was treated with a 
solution of LiOH.H20 (25ml, 0.60mmol) in water (4ml) and dioxan (4ml) at 
RT for 1 .5h. A few drops of AcOH were added and the volatiles removed 
in vacuo. The residue was chromatographed [silica, gradiant elution, DCM 

15 (200 to 120). MeOH (20), AcOH (3), H2O (2)] to afford the product as a 
yellow oil. Freeze-drying from aqueous MeOH afforded the title compound 
as a bright yellow amorphous solid (165m9, 76%). 8H (de DMSO) 9.28 
(1 H. s), 9.20 (1 H. s), 8.65 (1 H, d. J 5.9Hz), 8.37 (1 H, d. J 5.8Hz), 8.12 (1 H. 
d. i 5.8Hz), 7.78 (2H. d. i 8.5Hz). 7.66 (1H, d, i 9.0Hz), 7.26 (1H. d, J 

20 5.8Hz), 7.22 (2H. d. J 8.5Hz), 5.15-5.05 (1H. m). 3.70-3.30 (4H, br m), 
3.22 (1H, dd, J 13.9. 4.0Hz). 3.00 (1H. dd. J 13.9. 10.9Hz), 1.09 (6H. t, J 
7. 1 Hz); mIZ (ES*. 70V) 460 (MH*). 

EXAMPLE 14A 

25 fSU3-f4-rf2.6-Naphthvridin-1.vi^amino1phenv»-24r2-/V.itf-diethvlamino- 
3.4-dioxocvclobut-1-envnamino^nropanoic acid, sodium salt 
A solution of the compound of Example 14 (250mg, 0.55mmol) in water 
(3ml) and THF (2ml) was treated with sodium hydroxide solution (0.1 M, 
5.5mmol) and stirred for lOmins. The solution was freeze dried to give the 

30 title compound as a bright orange solid (250mg, 95%). 6h (de DMSO) 
8.43 (1H. s). 8.06 (2H, s), 7.48 (1H. d. J 5.6Hz). 7.16 (2H, d. J 8.3Hz). 6.93 
(2H. d. i 8.4Hz). 5.88 (1H. d, J 5.6Hz), 3.73 (1H. t. J 6.7Hz). 3.88-3.83 
(2H, m). 3.55-3.50 (2H, m), 2.86 (1H. dd, i 13.3. 6.5Hz). 2.67 (1H, m). 
1.12 (6H. t, J 7.1Hz). (ES*, 70V) 460 (MH*). 

35 
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In a similar manner to that described for Examples 13 and 14 were 
prepared the Examples 15 to 28: 

PXAMPLE 15 

5 Fthvl fSW3.r4.f2.6-naDhthvridm.1.wlaminotohenvn2-r2-(PiPeridin-1-vh- 
a d^ioxocvclobut.l -envlaminolDropanoate 

6h (CDCI3) 9.18 (1H, s), 8.67 {1H. d. J 5.9Hz). 8.20 (1H. d. J 5.9Hz). 7.74 
(1H, d, J 5.9Hz), 7.67 (2H, d. J 8.5Hz). 7.35 (IH.s ). 7.20 (1H. d. J.5.9Hz), 
7.13 (2H, d. J 8.5Hz), 5.40 (2H. narrow m), 4.25 (2H,q, J 7.2Hz). 3.69-3.50 
10 (4H, br m), 3.22 (2H, narrow m), 1.67 (6H, narrow m), 1.31 (3H, t, J 
7.2H2); miz (ES-^. 70V) (MH*) 500. 

FXAMPLE 16 

(5;>.3.r4^2.6.Naphthvridin.1-vlamlnotohenvn-2-r2-fPiPericlin-1-vn-3.4- 
15 dioxocvclobut-l-envlaminolpropanoic acid 

5h (d6 DMSO) 9.29 (1H, s). 9.21 (1H. s). 8.65 (1H. d. J 5.9Hz), 8.38 (1H. 
d. J 5.9Hz). 8.12 (1H, d, J 5.8Hz), 7.77 (2H. d. J 8.4Hz). 7.76 (1H. obs. 
signal), 7.26 (1H, d. J 5.8Hz), 7.21 (2H, d. J 8.4Hz). 5.07 (1H. narrow m), 
3.72-3.48 (4H, br m). 3.20 (1H, dd, i 14.0. 4.1Hz). 2.98 (1H, dd. i 14.0. 
20 10.6Hz), 1 .68-1 .49 (6H. br m); mlZ (ES*. 70V) (MH+) 472. 

EXAMPLE 17 

Fthvl fS)-3.r4W2.6.naphthvridm-1-vlaminolphenvl1-2-f2-/V./V^i-n- 
Dropvlamino-3.4-dioxocvclob iit-1^nvlamino^proDanoate 
25 5h (CDCI3) 9.18 (IN, s). 8.70 (IN. d, J 5.9Hz). 8.15 (IN. s). 7.85 (IN. br 
s), 7.64 (2H, d. J 8.3Hz), 7.19-7.13 (3H, m), 5.40-5.30 (1H. m), 4.35-4.20 
(2H, m), 3.60-3.10(6H. m). 1.65-1.55 (4H, m). 1.33 (3H. t, J 7.1Hz). 0.9 
(6H. t. J 7.35Hz). m/z (ES*. 70V) MH* 516. 

30 EXAMPLE 18 

(SU3.r4W2.6.Naphthvridin.1.vlamino^nhenvn-2-l2-/V./V-di-n- 
propvlamino.3.4.dioxocvcloh nt-1 .enviaminotpropanoic acid 
6h (de DMSO, 370K) 9.19 (1H. s), 9.0 (IN, br s), 8.64 (1H. d. J 8.6Hz), 
8.34 (1H, d.i 5.9Hz), 8.14 (1H. d, J 5.7Hz). 7.79 (2H, d, i 8.4Hz). 7.25- 

35 7.21 (1H, m), 7.23 (2H. d. J 8.7Hz), 7.05 (1H. br s). 5.15 (1H. br s). 3.56- 
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3.40 (4H. m), 3.27 (1H. dd, J 14.2, 4.9Hz), 3.10 {1H, dd. J 14.2. 9.4Hz), 
1.65-1 .50 (4H. m). 0.86 (6H, t, J 7.3Hz). mlZ (ES*. 70V) MH* 488. 

EXAMPLE 19 

5 /.«?)-3-r4-(2.6-naDhthvridtn-1 -vlamino)phen vn242.teit-butvl.3.4- 
dioxocvclobut-l-envlaminot-DroDanoic acid 

5h (de DMSO) 9.29 (1H, s). 9.22 (1H, s). 8.67 (1H, d, J 5.8Hz). 8.51 (1H. 
d. A 9.1Hz), 8.40 (1H, d. J 0.8Hz). 8.38 (1H, d, J 0.8Hz), 8.13 (1H, dd. i 
5.6. 1.3Hz), 7.78 (2H, nr m). 7.26 (1H. d. J 5.8Hz), 7.19 (1H. d. J8.6 Hz). 
10 4.95 (1H. br s). 3.4-3.2 (1H, m). 3.04 (1H, dd, J 13.6, 11.1Hz). 1.23 (9H. s). 
m/2 (ES*. 70V) (MH+) 445.2. 

FXAMPLE 20 

r«;W3-r4-f2.6-NaDhthvridin.1.vlamino \Dhenvn-2-r2-/tf.nriethvl-/tf. 
15 hiitvlaminot-3.4-dioxocvclobut-1-envlamtnolDroDanoic acid 

6H (de DMSO, 390K) 9.19 (1H. s). 9.08 (1H. s), 8.65 (1H, d, J 5.9Hz), 8.35 
(1H. d. J 5.9Hz), 8.35 (1H, d. J 5.9Hz), 8.14 (1H, d, J 5.7Hz). 7.78 (2H. d. J 
8.3HZ), 7.25-7.20 (3H, m), 5.06 (1H, br s), 3.58-3.42 (2H, m). 3.24 (1H. dd. 
J 14.1. 4.7Hz). 3.16 (3H, s), 3.06 (1H. dd. J 14.1, 9.5Hz), 1.54-1.50 (2H, 
20 m). 1.27 (2H. dd. i 15.1, 7.4Hz), 0.87 (3H. t, i 7.31 HZ), m/z ES+, 70V) 
474 {MH+). 

EXAMPLE 21 

fS^.3.r4-r2.6.NaDhthvridin.1.vl-W.methvlaminotohenvn-2.r2.iV./tf. 
25 dlethvlamino-3.4.dioxocvclobut.1-envlamino^propanoic acid 

6H (de DMSO, 350K) 9.23 (1H, d, J 1.0Hz). 8.36 (1H, d, J 5.6Hz). 8.22 
(1 H, d. J 6.0Hz), 7.49 (1H, dd. J 5.7, 0.9Hz), 7.30 (1H, br d, J 8.0Hz), 7.21 
(2H. d. A 8.5Hz), 7.05 (1H. d. i 6.0Hz), 6.93 (2H, d, J 8.5Hz). 5.12-5.09 
(1H. narrow m). 3.66-3.45 (4H, m). 3.49 (3H, s). 3.24 (1H, dd, i 14.0- 
30 4.5Hz), 3.03 (1H.dd. J 14.0, 10.1Hz). 1.10 (6H. t. J 7.1Hz) m/z (ES^ 70V) 
474 (MH*). 



EXAMPLE 22 

fSU3.r4.f2.6.Naphthvridin.1.vlamino>phenvn.2-n2.5-dimethvl.3. 
35 Dvrrolin-1-v»-3.4-dioxocvciobut.1^nvlaminolpropanoic acid 
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5H (DMSO de, 350K); 9.19 (1H. d. J 0.9Hz), 9.09 (1H, s). 8.65 (1H. d. J 
5.9Hz). 8.35 (1H, d. J 5.9Hz), 8.14 (1H. d. i 5.7Hz). 7.78 (2H, d. J.8.3Hz). 
7.26-7.18 (4H. m). 5.90 (2H. s). 5.09 (1H, br s). 4.85 {2H. q. J 12.8. 6.4Hz). 
3.27 (1H. dd. J 14.1. 4.8Hz), 3.11 (1H. dd, J 14.1. 9.5Hz). 1.35 (3H. d. J 
5 6.4Hz). 1 .31 (3H, d, J 6.4Hz). m/2 (ES+, 70V) 484 (MH+). 

gXAMPLE 23 

( g)^-r4-f2.6-NaDhthvridin-1-vlammo^phen vn2-r2-(/V-methvl-A^ 
prnpviamino)-3.4-dioxocvclobut-1 -eny larninolDropanoic acid 

10 6H (DMSO de, 350K), 9.20 (1H. s), 9.10 (IN, s), 8.65 (1H. d. i 5.85Hz). 
8.35 (1H. d. J 5.92Hz). 8.14 (1H. d. J 5.68Hz), 7.79 (2H. d. J 8.03Hz). 7.36 
(1H. d, J 9.0Hz). 7.26-7.22 (3H.. m), 5.16 (1H, br s). 3.50-3.39 (2H. m). 
3.25 (1H. dd. J 14.09. 4.83Hz). 3.17 (3H. s). 3.07 (1H. dd, J 14.1. 9.9Hz). 
1 .61-1.52 (2H, m). 0.84 (3H. t. J 7.35Hz); flj/z (ES+. 70V) 460.(MH+). 

15 

EXAMPLE 24 

(■<?)-3-r4W2.6-NaDhthvri din-1.viaminft)phftnvn-2-K24S)-f2- 
mPthoirvmethv»DViToiidin-1-vn .3.4-dioxocvrlnbut.1-envnamino1 

propanoic acid 

20 6H (DMSO de. 350K) 9.20 (1H, s). 9.10 (1H, s). 8.65 (1H. d. J 5.9Hz). 8.35 
(1H, d, i 5.9Hz). 8.14 (1H. d. i 5.7Hz), 7.80 (2H. d. i 8.3Hz). 7.27-7.20 
(4H, m). 5.07 (1H. br s). 4.20 (1H, d, A 5.2Hz), 3.85-3.64 (2H. m). 3.35- 
3.32 (2H. m). 3.25 (3H. s). 3.25.3.01 (2H, m), 2.03-1.75 (4H. m); mfZ (ES^ 
70V). 502 (MH*). 

25 

EXAMPIIS 2$ 

r«t\.a.r4.f2.6.Naphthvrid i n.i-vtamino\phenvn-2.r2-(/V-ethvl-yV-/SP- 
prnpvlaminoU3.4-dioxocvclo htjt.1-envlaminolDropanoic acid 
5H (DMSO de, 350K); 9.20 (1H, s). 9.09 (1H, s). 8.64 (1H, d. J 5.9Hz), 
30 8.35 (1H. d. J 5.9Hz). 8.15 (1H. d. J 5.7Hz). 7.78 (2H, d. J 8.3Hz). 7.26- 
7.20 (4H. m). 5.18 (1H, br s), 4.44-4.37 (1H. m), 3.45 (2H. q, J7.2, 2.4Hz). 
3:25 (1H. dd, A 14.1. 4.7Hz). 3.08 (1H. dd. A 14.1. 9.8Hz). 1.20 (6H. q. A 
6.7. 3.3Hz). 1.14 (3H. t. A 7- 1Hz). m/2 (ES+. 70V). 474 (MH*). 

35 EXAMPLE 26 
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f<g\^.M-l2.6.NaDhthvridin.1.viaminolphftnvn.2.r2.fitf-methvl.iV-/so. 
prnnvlamino^-3.4-dioxocvclobut.1.envlannino1proDanoiC acid 
5H (DMSO de. 350K) 9.20 (1H, s). 9.09 (1H, s), 8.65 (1H. d. J 5.9Hz), 8.35 
(1H. d, A 5.9H2), 8.14 (1H. d, A 5.6H2). 7.79 {2H.d. J 8.3Hz). 7.38 (1H, d. J 
5 8.1Hz). 7.26-7.22 (3H. m). 5.12 (1H. brs). 4.46-4.40 (1H. m). 3.25 (1H. dd. 
A 14.1, 4.8Hz). 3.05 (1H. dd. A 14.2, 4.6Hz). 3.06 (3H. s), 1.82 (3H. d. A 
2.58Hz, 1.65 (3H, d. J 2.6Hz); m/Z (ES*. 70V) 460 (MH*). 

EXAMPLE 27 

10 (S).3.f4-f2.6-Naph«hvridin.1-vlaminotohenvn-2.r242.S. 

dimethv^PviTolidin-1-v»-3.4-di oicQcvclobut.1-envlamino)Dropanoic 
acid 

5H (DMSO de, 350K) 9.20 (1H, d. J 0.9Hz). 9.10 (1H. s). 8.65 (1H. d. A 
5.9Hz). 8.35 (1H. d, A 5.9Hz). 8.14 (1H. d. J 5.7Hz), 7.79 (2H, d. A 8.3Hz). 
15 7.26-7.23 (3H. m), 3.26 (1H, dd, A 14.2, 4.8Hz), 3.1 (1H. dd, A 14.2. 
9.7Hz). 2.15-2.09 (2H, m). 1.73-1.66 (2H. m). 1.28 (3H, d. i6.4Hz). 1.25 
(3H, d. A 6.4Hz); m/Z (ES*. 70V) 486 (MH*). 

EXAMPLE 28 

20 (SV3-r4-(2.6-N aphthvridin-1-vlamino)phenvn.2-r2-(2-methvlDiperidin- 
1 -vh-3.4-dloxocvclobut-1 -envlaminolpropanoic acid 
5H (Diy^SO de, 370K). 9.19 (1H. s), 9.03 (1H. s). 8.64 (1H. d, J 5.8Hz). 
8.33 (1H. d, A 5.9H2), 8.14 (1H. d, A 5.6Hz). 7.78 (2H, q, A 8.4, 2.3Hz), 
7.25-7.22 (4H, m), 5.13 (1H, br s). 4.45 (1H, br s), 4.04 (1H. d, J 13.7Hz), 

25 3.25-3.20 (2H, m). 3.11-3.05 (1H. m), 1.76-1.49 (6H, m), 1.24 {3H, q, J 6.9, 
5.2H2); m/z (ES*. 70V) 486 (I^H*). 

EXAMPLE 29 

Mcthvi(S)-3.r4-f2.6-naphthvridin-1.vloxvtolienvn-2-(2-Af.A/- 
30 diethvlamino-3.4-dioxocvciobut-1-envlamino)propanoate 

To methyl (S)-2-(2-lsopropoxy-3,4-dioxocyclobut-1 -enylamino)-3-[4-(2,6- 
naphthyridin-1-yloxy)phenyl]-propanoate (prepared from the compound of 
Intermediate 8 in a similar manner to the compound of Example 1) (0.20g, 
0.44mmol) in methanol (3ml) was added 2 equivalents of diethylamine 
35 (0.09ml) and the solution was stirred at 65o overnight. The solution was 
cooled and then evaporated. The solid was chromatographed (silica, 



wo 00/73260 



PCT/GB00/0202D 



63 

EtOAc/ isohexane 50-100%) to afford the titiP rnmpound (0.1 5g, 73%) as 
a white solid. 6h (CDCI3) 9.30 (1H, s). 8.77 (1H. d. J 5.7Hz), 8.19 (1H. d. 
J 5.8Hz). 8.08 (1H. d, J 5.79Hz), 7.44 (1H, d. i 5.8Hz). 7.24-7.18 {4H. m). 
5.46 (1H.m), 5.35 (1H. m). 3.83 (3H. s), 3.70-3.40 (4H, br s), 3.31 (2H, d, i 
5 5.3Hz). 1 .24 (6H, t. J 7.2Hz). m/z (ES+. 70V) MH+ 475. 

FXAMPLE 30 

(5;ua-r4-f2.6.NaDhthvridm.1-vloxv^n hPnvn-2-f2./tf.A/-diethvlamino-3.4- 
dioxocvclobut-1 -envlamino^propanoic acid 

10 The compound of Example 29 (0.1 37g, 0.29mmol) in dioxan (2ml) and 
water (2ml) was treated with LiOH.H20 (0.02g) and stirred at RT for 4h, a 
few drops of glacial acetic acid were added and the solution was then 
evaporated in vacuo. The product was chromatographed (silica; DCM 
200 : MeH 20 : HOAc 3 : H2O 2) to afford the title compound as an off- 

15 white solid (O.lOg, 78%). 6h (de DMSO. 350K), 9.40 (1H, s). 8.76 (1H, d, 
J 5.7Hz), 8.15-8.09 (2H. m). 7.65 (1H, dd. J 5.8. 0.9Hz). 7.37 (1H, s). 7.36 
(2H, d. A 8.6Hz). 7.20 (2H. d. J 8.6Hz), 5.15 (1H. br s), 3.59-3.51 (4H, m), 
3.32 (1H, dd. i 14.1, 4.8Hz). 3.13 (1H. dd, A 14.1, 9.9Hz). 1.14 (6H. t, J 
7.1Hz). m/Z (ES+. 70V) MH+ 461. 

20 

The compounds of Examples 31 to 33 were prepared in a similar manner 
to the compounds of Examples 29 and 30. 

EXAMPLE 31 

25 fSI-3-r4-r2.6-Naphthvridin-l -vioxvtehenvn-2-r2-Piperidin-l-vl-3.4- 
dioxocvclobtit.1.envlamino1propanoiacacid. 

5h (de DMSO. 370K) 9.39 (1H, s), 8.76 (1H. d. J 5.7Hz). 8.13 (2H, nr m). 
7.65 (1H, dd, J 5.7. 0.9Hz). 7.34 (2H. d. J 8.6Hz). 7.21 (2H, d, i 8.6H2). 
5.16 (1H. br s). 3.64-3.59 (5H. m). 3.31 (1H, dd, J 14.1, 5.0Hz). 3.12 (1H. 
30 dd. A 14.1. 9.6 Hz), 1.63-1.57 (5H, m); miz (ES+, 70V) MH+ 473. 

EXAMPLE 32 

Methvl-fS).3-r4-f2.6-n a nhthvridin-1-vioxv)Phenvn-2-(2-/V./V-di-n- 
oropvtamino-3.4-dioxocvclo hijt.1 .envlaminoteropanoic acid 
35 6h (de DMSO) 9.41 (1H. s). 8.76 (1H, d. J 5.7Hz), 8.14 (1H, d. J 5.7Hz). 
8.07 (1H. d. A 5.7Hz). 7.74 (1H. d. A 8.9Hz). 7.67 (1H. d. A 5.8Hz). 7.33 



wo 00/73260 



PCT/GBOO/02020 



64 

(2H, d. i 8.5Hz), 7.18 (2H. d. i 8.5Hz), 5.23 (1H. m). 3.72 (3H. s), 3.37 
(5H. br m), 3.11 (1H, m). 1.48 (4H. brm). 0.80 (6H. t. J 7.3Hz). 

EXAMPLE 33 

5 <.<;U3.r4W2.6.NaDhthvridin.1.vloxv^phenvn.242./tf.A/-di-n-propvlamino- 
3 4-dioxocvclobut-1 ^nvlaminotoropanoic acid 

5h (de DMSO 350K) 9.41 (1. d. J 1.0Hz). 8.77 (1H d, J 8.7Hz), 8.14 (1H, d. 
J 5.7Hz), 8.11 (1H. d, J 5.7Hz). 7.67 (1H. dd. J 5.8, 0.9Hz). 7.35 (2H, d. J 
8.6Hz). 7.27 (1H, d. i 8.9Hz), 7.21 (2H, d. J 8.6Hz). 5.20 (1H. m), 3.47 
10 (4H. m), 3.33 (1H. dd, J 14.1. 4.8Hz), 3.13 (1H, dd. J 14.1, 10.0Hz), 1.55 
(4H, m), 0.86 (6H. t. J 7.4Hz). m(z (ES*. 70V) 489 (MH+). 

EXAMPLE 34 

Methvl-fSt.3^4.r2.f2.6.dichlorophenvt>ethvnvnphenvl>-2-K2- 
15 isopropoxv-3.4-dioxo-1.cvclobutenvnaminolDropanoate 

A mixture of the compound of Intemnediate 34 (1.17g, 3.04mmol), 3,4- 
diisopropoxy-3-cyclobutene-1,2-diene (632mg, 3.19mmol) and DIPEA 
(540|il, 3.1mmol) in MeOH (30ml) was stirred at RT for 3 days. The solvent 
was removed in vacuo. The residue was dissolved in DCM, washed with 

20 dil. HCI, dried (Na2S04) and evaporated in vacuo. Column 
chromatography (Si02; MeOH/DCM, 3:97) gave the title compound as a 
yellow gum (1.45g, 98%). 5H (DMSO de, 390K). 8.47 (1H. d. J 7.9Hz), 
7.53-7.50 (3H. m), 7.38 (1H. dd. J 8.7, 7.5Hz), 7.33 (2'h, d. J 8.2Hz). 5.21 
(1H, sept. A 6.2Hz), 4.78-4.72 (1H, m). 3.72 (3H. s), 3.31 (1H, dd. A 14.2. 

25 5.2Hz). 3.13 (1H, dd, J 14.2, 9.4Hz), 1.38 (3H, d. J 6.1Hz). 1.37 (3H, d, J 
6.2Hz); mIZ (ES*. 70V) 486 (M* +H). 

EXAMPLE 35 

MethvlfS>.3-/4.T2.t2.6-dichlorophenvnethvnvnphenvlV2-r2- 
30 prQPvlamino.3.4.dioxocvclobut-1.envlamino1propanoate 

Propylamine (96^1, 1 .18mmol) was added to a solution of the compound of 
Example 34 {475mg, 0.98mmol) in MeOH (10ml). The reaction mixture 
was stirred at RT overnight. Volatiles were removed in vacuo and the 
resulting solid triturated with boiling MeOH. The solid was filtered off to 
35 give the title compound as a white solid (335mg. 71%). 5H (DMSO-de. 
390K) 7.57-7.53 (4H, m). 7.44-7.40 (1H. m), 7.33 (2H, d. J 8.3Hz), 7.3 
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(1H, br m) 7.2 (1H. br m), 5.10 (1H. m), 3.76 (3H, s), 3.54-3.49 (2H. m). 
3.30 (1H. dd. J 14.1. 5.9H2). 3.18 (1H, dd. J 14.1, 7.7Hz). 1.60 (2H, sept. J 
7.1Hz). 0.95 (3H. t. J.7.4Hz); mlZ (ES+. 70V) 485 (M* +H). 

5 PXAMPLE 36 

f<?\.a^4.r2-f2.6.Dichlorophenvl^ethvnvnDhenvn-2-f2-DrOPVlaminQ-3.4- 
riioyocvclobut-1-envlaminotDropanoic acid 

Lithium hydroxide monohydrate (34mg, 0.81 mmol) was added to the 
compound of Example 35 (325mg, 0.671 mmol) in a mixture of THF (7ml) 

10 and water {7ml). After 1h at RT the THF was removed in vacuo. The 
aqueous residue was acidified (pH 1-2. dil. HCI) and the precipitated 
filtered off, washed with water and dried to give the title compound as a 
yellow solid (315mg, 90%). 6H (DMSO de. 390K). 7.37-7.31 (4H. m), 7.21 
(1H, dd, A 8.6. 7.5Hz), 7.14 (2H, d. J 8.4Hz), 7.1 (2H. br m), 4.82 (1H, m). 

15 3.33-3.29 (2H. m). 3.11 (1H, dd, i 14.1. 5.7Hz), 2.98 (1H, dd, i 14.1, 
7.6Hz). 1.39 (2H, sept. J 7.1Hz). 0.75 (3H, t, J 7.4Hz); m/Z (ES*. 70V) 471 
m* +H). 

EXAMPLE ?7 

20 Mfithvl fS>.3-l4 -T2.f2.6-dichlnmnhenvl\ethvnvnnhenvlV2-f2-/V./V- 
riift»hvlamino-3.4 .dioxocvclo hiit-1^nvlamino^DroDanoate 
A mixture of the compound of Example 34 (470mg, 0.969mmol) and 
diethylamine (401^1. 3.88mmol) in MeOH (10ml) was heated at SO^C 
overnight. The solvent was removed in vacuo and the residue purified by 

25 column chromatography (SlOa; MeOH/DCM. 5:95) to give the ms. 
compound as a light brown foam (450mg. 93%). 6H (DMSO de, 390K). 
7.55-7.50 (4H, m), 7.42-7.35 (3H. m). 7.16 (1H. d. J 8.5Hz), 5.63 (1H, m). 
3.74 (3H, s), 3.55 (4H, q. J 7. 1Hz). 3.34 (1H. dd. J 14.2. 5.3Hz). 3.20 (1H. 

dd. J 14.2. 9.4Hz). 1.17 (6H. t. J 7.1Hz); (ES*. 70V) 499 (M* +H). 

30 

FXAMPLE 38 

(.<;>.3./4.r2.f2.6-Dichlor opht>nvl^ethvnvnnhenvlV2-f2-/tf./V- 
riiethvlamino-3.4-dioxocvclobut-i -pnx/laminotoroDanoic acid 
Obtained as an off-white solid from the compound of Example 37 by ester 
35 hydrolysis using the method described above for Example 36. 5H (DMSO- 

de, 390K), 7.42-7.37 (4H. m), 7.29-7.24 (3H, m.). 6.91 (1H. br d, J 8.7Hz), 
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3.43 (4H. q. A 7.1H2), 3.22 (1H. dd. i 14.2, 5.1Hz), 3.06 (IH, dd. J 14.2. 
9.4Hz). 1 .04 (6H. t J 7.1Hz). mfZ (ES+. 70V) 485 (M* "^H). 

The compounds of Examples 39 to 44 were prepared from methyl-(S)-3- 
5 (4-aminophenyl)-2-(A/-t-butyloxycarbonylamino)propanoate and the 
appropriate reagent in a similar manner to that described for Intermediate 
3 then derivatised in a manner analogous to that described for Examples 
1, 2 and 3. 

10 FXAMPLE 39 

^5 |.;^.f4-fBenzvlcarbo vamirio^Dhenvn-2-f2.n-PrQPVlamino-3.4T 
^i^y nrvclobut.i .enylaminotoroDanoic acid 

5h (de DMSO 390K); 9.25 (1H, s). 7.86 (1H, s). 7.44 (2H. d, i 8.4Hz), 7.40- 
7.15 (5H. m). 7.08 (2H. d. J 8.4Hz). 7.0 (IH, d. J 8.0Hz). 4.94 {1H, br s). 
15 3.62 (2H. s ). 3.47 {2H. nr m). 3.14 (IH, dd. J 14.1. 5.7Hz). 3.04 (IH, dd, J 
14.1, 6.8Hz). 1.57 (2H. dd. J 14.3. 7.1Hz), 0.92 (3H. t. J 7.3Hz); mJZ (ES+. 
70V) 436 (MH*). 

FXAMPLE 40 

20 (■9».3.r4.f2.4.6.Trifluorob e n7vlamino\Dhenvn-2-(2-n'nronvlamln<?-? . 4- 
^ j^Ynnvclobut-1- envlamino)prnpanoic acid 

5h (de DMSO 390K) 7.88 (IH. s). 7.12 (IH. br s). 6.97 (IH. br s). 6.92 
(2H. d. A 8.3Hz). 6.78 (2H. nr m). 6.58 (2H. d. A 8.3Hz), 4.89 (IH, br s)m 
4.27 (2H, s), 3.46-3.48 (2H, nr m), 3.04 (IH, dd. A 14.18. 5.7Hz). 2.95 (1H, 
25 dd, A 14.2. 6.68Hz). 1.62-1.53 (2H, Nr m). 0.92 (3H. t. A 7.38Hz); m/2 
(ES+. 70V). 462 {MH*). 

r EXAMPLE 41 

^5|.^.fd42 6.Dichlor nhftn7vlaminn^phPnvl1-2-<2-n-nroPViaminO-3.4- 

30 riinxocvclob iiM en vlanr^jn^)P'-»panoic acid 

6h (ds DMSO) 7.26 (2H, s). 7.17 (1H. d, A 7.3Hz). 7.14 (IH. br s). 6.95 
(1H, br s). 6.8 (2H, d. J 8.4Hz). 6.5 (2H. d. A 8.47Hz). 4.70 (IH. br s). 4.31 
(3H. s). 3.13 (2H. m). 2.89 (IH. dd. A 14.2. 5.6Hz). 2.79 (IH. dd. A 14.2. 
7.1Hz), 2.85 (IH. br s). 1.44 (2H. dd. A 14.2. 7.1Hz). 0.76 (3H. t. A 7.4Hz); 

35 m/2(ES+.70V)476(MH+). 
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FXAMPLE A2 

AS)-3.r4.f2.4.6.Trichlorobenzvtaminotohenvn.2-f2-n.DroPVlamino-3.4. 
dioxocvclobut-l-envtamino^oroDanoic acid 

5h (de DMSO) 7.55 (2H. s).7.23 (1H. br s), 7.09 {1H, br d. J 8.4Hz). 6.96 
5 {2H, d. J 8.4Hz). 6.66 (2H. d. J 8.5Hz). 4.90 (1H, br s). 4.44 (2H. s). 3.48 
(2H, m). 3.07 (1H, dd. i 14.1, 5.5Hz). 2.95 (1H, dd. A 14.2. 7.2Hz). 1.60 
(2H. dd, A 14.3. 7.0Hz), 0.93 (3H. t, J 7.4Hz); m/Z (ES*. 70V) 509 (MH+). 

EXAMPLE 43 

10 fSI-3-r4-f3-ChlorothioDhcn-2-vlcarboxamido^Dhcnvn-2-<2.n. 
prftnvlamino.3.4-dioxocvclobut.1 ^nvlaminotoropanoic acid 
6h (de DMSO) 9.50 (IH.s), 7.79 (1H. d. i 5.2H2). 7.57 (2H. d, J 8.4Hz), 
7.21 (2H. d ,J 8.4H2). 7.12 (1H, br s), 7.11 (1H. d, J 5.2Hz). 4.96 (IN, br 
s), 3.49 (2H. m). 3.25-3.02 (2H, m), 1.59 (2H, dd, J 14.3, 7.1Hz), 0.93 (3H. 

15 t. J 7.4HZ). m/2 (ES+. 70V) 461 (MH*). 

EXAMPLE 44 

«).3.r4-f3.ChlorobenzorblthioDhftn.2.vlcarboxamido^Dhenvn-2-r2-n- 
DrQDvlamino.3.4-dioxocvciobiit.1-t?nvlamino)DroDanoic acid 

20 6h (de DMSO, 400K) 9.98 (1H. s), 8.07 (1H, nr, m), 7.94 (1H. nr m), 7.6 
(5H. m), 7.23 (2H. d, J 8.4Hz). 7.1 (1H. br s), 4.98 (1H, br s). 3.5 (2H, m). 
2.35 (1H, dd, J 14.2, 5.7Hz), 3.3 (1H, dd, J 14.2, 5.7Hz), 1.59 (2H. hex, J 
7.3Hz). 0.94 (3H, t, J 7.3Hz). m/z (ES+. 70V) 512 (MH*). 
The compounds of Examples 45 to 47 were prepared from methyl (S)-3-(4- 

25 aminophenyl)-2-(A/-t-butoxycarbonylamino)propanoate and the appropriate 
reagent in a similar manner to that described for Intermediate 6 then 
derlvatised in a similar manner to that described for Examples 11,13 and 
14. 

30 EXAMPLE 45 

(S).3.r4-/Pvrimidln.2-vlaniino\Dhenvn-2-t2-n-Dropvlamino-3.4- 
dioxocvclobtit-1-envlamino^Dronanoic acid 

6h ( (de DMSO, 390K) 8.86 (1H. br s), 8.41 (2H, d, i 4.8Hz), 7.64 and 
7.62 (2H, dd, i 1.8, 1.4Hz). 7.15 (1H, br s). 7.12 (2H, d. J 8.6Hz). 6.77 (1H, 
35 t, J 4.8H2), 4.93 (1H, br s), 3.48 (2H, t, J 6.8Hz). 3.18 (1H. dd, J 14.1, 
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5.5Hz). 3.05 (1H. dd. J 14.2. 7.3Hz). 1.58 (2H. dd. J 14.2, 7.0Hz). 0.92 
(3H. t. J 7.4Hz). m/Z (ES*. 70V) 396 (MH+). 

FXAMPLE 46 

5 (.<tU3-/4.rt2.Benzvl^-chloropvrimidin -4.vnamino1nhenvn-2-fr2-/tf./tf- 
riiftthvlamino-3.4-dio yftnvclobut.1 -envnamino>DrQPanoic acid 

6H (DMSO, 370K) 9.40 (1H. s). 7.48 (2H. d J2.3Hz), 7.38 (4H. s). 7.35- 
7.25 (2H, m). 7.24 (2H. d. J 8.5Hz). 6.64 (1H, s). 5.15 (IN, br s). 4.07 (2H. 
s). 3.60 (2H. q, J 7.2. 4.7Hz). 3.3 0(1H, dd, i 14.2. 4.9Hz), 3.10 (1H. dd, J 
10 14.1. 9.4Hz). 1.2 (6H, t. J 7.1Hz); miz (ES*. 70V) 534 (MH+). 

FXAMPLE 47 

^j;ua.M4Quinolin^.vlaminn\nhenvn.2.fr?.V/tf.diethvlaminO-3.4- 
riinvn-l^vclobutenvnaminoteroDanoic acid 
15 5H (DMSO. 390K) 8.48 (1H. d. J 5.2Hz). 8.39 (1H, d, i 7.1Hz), 7.93 (1H. 
dd. J 8.4, 0.8Hz), 7.71 (1H, d, J 5.4Hz), 7.54-7.50 (1H, m). 7.32 (2H, d, A 
8.4Hz). 7.24 (2H. d. i 8.5Hz), 6.83 (1H. d. i 5.2Hz). 4.68 (1H. m). 3.70- 
3.50 (4H. m), 3.32 and 3.29 (1H. dd. J 13.8. 5.5Hz). 3.24 and 3.21 (1H, dd, 
J 13.8. 6.3Hz). 1.23 (6H. t, J 7.2Hz), m/z (ES*, 70V), 459 (MH+). 

20 

The compounds of Examples 48 to 55 were prepared from W-BOC-L- 
tyrosine methyl ester and the appropriate reagent in the manner described 
for Intermediate 24 then derivatised in a manner analogous to that 
described for Examples 12 to 14. 

25 

EXAMPLE 48 

MpfhvilSU3-r4./2.6.Di r.hlorobenzvloxv^phenvn-2-f2-/V./V-diethvlaminP- 
3 4-dioxocvclobu t-1w»nvlaminr>\proDanoate 

6H (DIVISO de) 7.71 (1H. d, J 9.0Hz). 7.55-7.52 (2H, m). 7.47-7.42 (1H, d). 
30 7.18 (2H, d. J 8.7Hz), 6.95 (2H, d, i 8.7Hz). 5.17 (2H, s), 5.15 (1H, m), 
3.70 (3H, s), 3.55 {4H, br), 3.20 (1H, dd. J 4.6Hz). 3.01-2.93 (1H. m). 1.07 
(6H. t. J 7.1Hz); m/Z (ES^ 70V) 505 (MH*). 

FXAMPLE 49 

35 rS\-3.r442.6.DichlQroben7 yln»iitehenvq-g-f2.WJtf-dlethvlamino-3.4- 
riin»ocvciobut.1.envlaminQtoronanoic acid 
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5H (DMSO de) 13.08 (1H. br). 8.31-8.24 {2H. m). 8.22-8.04 (1H. m). 8.02 
(2H, d. J 8.8H2). 7.77 (2H. dj 8.7Hz), 6.07 (2H. s). 7.70 (1H, br). 5.95 {1H. 
br m). 4.49-4.40 (4H, m), 4.05 (1H. dd, i 14.3. 5.1Hz). 3.89 (1H. dd. J 
14.2. 9.1H2). 1.97 (6H. t, J 7.1Hz); miz (ES+. 70V) 491 (MH+). 

5 

EXAMPLE 50 

MethvlfSW3-r4-f2.6 -dichloroben7 vIoxv>Dhenvn.2.f2-DroDvlamino-3.4. 
dioxocvclobut-1-envlamino)propanoate 

5H (DMSO de) 7.60 (1H, br), 7.56 (2H. m). 7.47-7.42 (1H. m.), 7.09 (2H. 
10 d, J 8.3Hz), 6.97 (2H, d. J 8.7Hz), 5.17 (2H, s), 4.99 (1H. m), 3.70 (3H, s). 
3.70 (2H, m). 3.12 (1H, dd, J 5.2 partly obscured). 1.54-1.47 (2H. m). 0.86 
(3H. t, i 7.4Hz). m/2 (ES. 70V) 491 (MH*). 

EXAIVIPLE $1 

15 fSU3.r4-f2.6-Dichloroben2vloxvtohenvn.2.f2-proDvtamino-3.4- 
dioxocvclobut-1-envlamino^DroDanoic acid 

6H (DMSO de. 390K). 7.42-7.40 (2H, m), 7.35-7.31 (1H, m). 7.09 (1H. br). 
7.08-7.06 (2H. m), 6.89-6.86 (2H. m) ,5.17 (2H, s), 4.82 (1H, br), 3.39-3.38 
(2H. m), 3.09 (1H, dd, J 14.2, 5.6Hz), 2.96 (1H. dd, i 14.2, 7.4Hz). 1.52- 
20 1 .47 (2H. m). 0.84 (3H, t. J 7.4H3); mIZ (ES*. 70V) 477 (MH+). 

EXAMPLE 52 

Methvl fSt-3-r4-(2-Dvrimidinvloxv^phenvn-2-/2-iV.Ay-diethvlamino-3.4» 
dioxocvclobut-1-envlamino\Dropanoate 
25 5H (DMSO de. 390K) 860 (2H. d. A 4.8Hz), 7.31 (2H. d. J 8.6Hz.). 7.20 
(IHa, t. i 4.8Hz). 7.10 (2H. d. J 8.6Hz). 5.28-5.23 (1H. m). 3.74 (3H. s), 
3.56 (4H. q, J 7.1Hz), 3.31 (1H. dd, J 14.3. 5.4Hz). 3.17 (IN, dd. J 14.2, 
9.2Hz). 1.17 (6H, t, A 7.1Hz); m/Z (ES*. 70V) 425 (MH+). 

30 EXAMPLE S3 

rS)-3-r4-f2-Pvrimidinvloxv^phenvn -2-f2./tf.<V-diethvlamino-3.4. 
dioxocvclobut-1 -envlamino^propanoic acid 

5H (DMSO de, 390K) 13.10 (1H. br), 8.60 (2H, d, J 4.8Hz), 7.31 (2H, d, J 
8.7Hz), 7.20 (1H. d. J 4.8Hz). 7.09 (2H, d, J 8.7Hz), 6.97 (1H. br), 5.18- 
35 5.17 (1H. m), 3.60-3.59 (4H. m). 3.31 (1H. dd. J 14.3. 5.2Hz). 3.16 (1H, dd. 
J 14.3. 9.1Hz); m/Z (ES+, 70V). 411 (MM*). 
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EXAMPLE $4 

M«*thvl fSW3-r4^2-Dvrimidinvlo»v^nhenvn -?-/?.DroDvlamino-3.4- 
riioYocvclobuM-envlamino^DroDanoate 
5 5H (DMSO de, 390K) 8.61 (2H. d. i 4.8Hz), 7.70 (1H. br). 7.55 (1H, br), 
7.26-7.19 (3H, m), 7.10 (2H, d. i 8.5H2), 5.02 (1H. m), 3.71 (3H. s), 3.44 
(2H, br), 3.18 (1H, dd. J 14.0, 5.4H2, ChiAHBAr). 3.08 (1H. dd, J 14.0, 
8.0Hz, CHAblBAr). 1.54-1.46 (2H. m, NHCH2CM2CH3). 0.86 (3H. t. i7.4, 
NCH2CH2Ctl3); m/Z (ES*, 70V) 411 (MH*). 

10 

EXAMPLE $$ 

fj;\.3-r4^2-Pvrimidinv loxv\Dhenvp-9-(9-propx/lamino-3.4- 
dinicocvclobut.l-envlaminoteroDanoic acid 

6H (DMSO de. 390K) 8.67 (2H, d. i 4.8Hz). 7.33 (2H. d, J 8.6Hz). 7.27 
15 (1H, d. A 4.7Hz). 7.16 (2H, d. J 8.6Hz), 5.06-5.02 (1H. m), 3.58-3.53 (2H. 
m), 3.31 (1H, dd, J 14.3, 5.6Hz). 3.18 (1H. dd, i 14.2, 7.5Hz,), 1.67-1.62 
(2H. m), 0.99 {3H. t. J 7.4H2); m/Z (ES*. 70V) 397 (MH*). 

FXAMPLE 56 

20 Methvl (SW3-^4.p3-Dhenv l-1-Quma20linvt)aminolPhenvl>-rf2- 
isnnrQDoxv.3.4-dioxocvclobut-1-envnaminolpropanpate 
Intermediate 18 (518mg, 1.3mmol) was dissolved in MeOH (5ml) and 
DIPEA base (0.5ml), treated with 3,4-diisopropoxy-3-cyclobutene-1,2- 
dione (309mg) and stirred at RT for 16h. The solution was concentrated, 

25 dissolved in DCM (20ml). washed with water, dried (Na2S04). filtered and 
concentrated. The crude product was purified by column chromatography 
(Si02:CH2Cl2/MeOH 50:1) to give the title compound (550mg. I.Ommol, 
79%) as a brown foamy solid. 5H (DMSO) 8.44 (1H, m), 8.43 (2H, m), 
7.80 (2H, m), 7.75 (2H, m), 7.50 (2H, m), 7.49 (2H. m), 7.33 (2H, d, J 

30 8.6Hz), 5.23 (1H, septet. J 6.2Hz). 4.80 (1H, m), 3.76 (3H. s), 3.30 (1H, dd, 
i 14.2, 5.3Hz), 3.13 (1H, dd, J 14.2, 9.3Hz), 1.38 (3H, d, J 6.2Hz), 1.37 
(3H, d, J 6.2Hz); miz (ESI, 70V) 537 (MH*). 



EXAMPLE 57 

35 Methvl fSW3^4- Tf2-phenvl^.Q..ina>nlinvl^amino1phenvlVr2-/tf./V- 
riie»hvlamino.3.4-dloxft.1.evclobutenvnaminQlPrQPanQate 
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The compound of Example 56 (550mg, I.Ommol) and diethylamine 
(0.21ml) in MeOH (5ml) was stirred at RT for 16h and the solution then 
concentrated. The residue was purified by column chromatography (Si02; 
DCM/MeOH 100:1) to give the title compound (375mg. 0.68mmol, 68%) as 
5 a brown foamy solid. 6H (DMSO. 390K) 8.45 (3H, m), 7.85 (4H, m), 7.56 
(1H. m). 7.48 (3H. m), 7.35 (2H, d. J 8.7H. 5.33 (1H, m), 3.76 (3H, s). 3.56 
(2H, q. J 7.2Hz), 3.54 (2H. q. J 7.2Hz). 3.33 (IH. dd. J 14.2, 5.3Hz). 3.20 
(1H, dd, J 14.2. 9.2Hz). 1.17 (6H, t. i 7.1Hz); m/z; (ES*, 70V) 550 (MH*). 

10 PXAMPLE S8 

l«?\-3-/4-W2-Phenvl-4-quinagoHnv»amino1nhenvl\42-iV.W.diethvlamino- 
3 4^iQxo.1-cvctobutcnvl^amlnoTnroDanoic acid 
Example 57 (360mg. 0.66mol) was dissolved in THF (2ml) and water (2ml) 
and treated with lithium hydroxide (41mg). The solution was stin-ed at RT 

15 or 90 mins and concentrated. The residue was dissolved in water and 
slowly acidified to pH2 with dilute hydrochloric acid to give a yellow 
precipitate which was filtered and dned to give the t itle compound (237mg, 
67%). 5H (DMSO de) 9.75 (IH, br m). 8.60 (1H. d. J 8.7Hz). 8.43 (2H, m), 
7.92 (4H. m), 7.62 (IH, m), 7.52 (3H, m), 7.38 (2H. d. J 8.6Hz), 5.21 (IH, 

20 m). 3.57 (2H, q, A 7.1Hz). 3.55 (2H, q. i 7.1Hz). 3.3 (1H, dd. i 14.1. 
4.6Hz), 3.15 (IH. dd. i 14.1, 10.1Hz), 1.14 (3H. t. i 7.1Hz); m/Z (ES+. 
70V) 536 (MH*). 

The compounds of Examples 59 to 64 were prepared from methyl-(S)-3- 
25 (4-aminophenyl)-2-(A/-t-butoxycarbonyl)aminopropanoate and the 
appropriate quinazoline in a manner similar to that described for 
Intermediate 18 and then derivatised in a manner similar to that described 
for Examples 56, 57 and 58. 

30 FXAMPLE 59 

Methvl.^S).3.r4.<Quina7olin-4-vlaminn\phenvn-2->2-/V./tf-diethvlamino. 
3.4.dioxocvclobut-1 ^nvlammotoropanoic acid 

5h (CDCI3) 8.73 (IH, s), 8.0 (IH, d, J 8.5Hz). 7.91 (IH, d, J 8.3Hz), 7.83- 
7.54 (6H. m), 7.15 (2H. d. J 8.5Hz). 5.41 (1H. br s), 3.8 (3H. s). 3.70-3.35 
35 (4H. br m), 3.35-3.15 (2H. m). 1.23 (6H. t. J 7.2Hz); m/z (ES+. 70V) 474 
(MH+). 
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FXAMPLE 60 

(«;i.3.r44Quinazolin^.vlamino^Dhft nvn.2-l2.W.Af-diethvlamino-3.4- 
riiny ocvclobut-1 -enylaminotoropanoic acid 
5 5h (de DMSO. 390K) 8.62 (1H, s), 8.55 (1H. d. J 8.8H2). 7.90-7.82 (5H. 
m). 7.66-7.62 (1H. nr m), 7.34 (2H. d, J 8.5Hz), 7.09 (1H, br s), 5.25 (1H. 
br s). 3.64-3.56 (4H. m), 3.35 (1H, dd. J 14.2, 5.1Hz). 3.20 (1H. dd. J 14.2. 
9.1Hz). 1.23 (6H. t. J 7.15Hz); m/Z (ES*. 70V) 460 (MH*). 

10 EXAMPLE 61 

f.<;)-3-r4-rf6.7-Dimethoxvauinazo lin-4-vnaminolDhenvtT-2-ir2-/V./tf- 
riii>thvlammo-3.4-di oxo-1 -cvclohiitenvnamino^propanoic acid 
6H (CDCI3) 9.39 (1H. s), 8.41 (1H. s). 7.81 (IH.s ). 7.67 (3H. dd, i 8.5, 
3.8H2). 7.25 (2H. d. A 8.4Hz). 7.16 (1H. s). 5.12 (1H. br s). 3.93 (3H. s). 

15 3.91 (3H. s). 3.60-3.40 (4H. m). 3.20-2.90 (2H. m). 1.09 (6H. t. J 7.0Hz); 
m/Z (ES*. 70V) 520 (MH+). 

EXAMPLE 62 

^5;U3-f44(6.7.Dimeth oxvauinazolin^.vhamino1phenvll2-^r2-/l- 
20 proDviamino^.3.4.dioxo.1 -cvclobutenvnamino^propanoic acid 

6H (DMSO) 9.40 (1H. s), 8.42 (1H. s), 7.81 (1H, s), 7.70 (1H, s). 7.66 
(2H. d. J 8.3Hz). 7.16 (2H, d. J 7.9Hz). 7.15 (IN. s). 4.82 (1H. br s). 3.93 
(3H. s). 3.91 (3H, s). 3.6-2.9 (4H. m). 1.49 (2H. dd. i 14.1. 7.0Hz). 0.86 
(3H. t. J 7.3Hz); mIZ (ES*. 70V) 506 (MH*). 

25 

EXAMPLE 63 

Methvl fSW3-r4-f6-met hoxvauinazolln-4-vlaminotohenvn-2-f2-W.Af- 
diethvlamino-3.4-dio xocvclobut-1.envlamino)propanQate 

6h (CDCI3) 8.65 (1H. s). 7.83 (1H, d, J 9.1Hz), 7.69 (3H. s. d. J 8.0Hz). 
30 7.45 (1H. dd. J 9.2. 2.6Hz). 7.13 (2H. d. J 8.5Hz), 5.40 (1H. br s). 3.95 (3H. 
s). 3.79 (3H. s), 3.6-3.41 (4H. br m), 3.48 (1H, dd. J 14.1, 5.5Hz). 3.22 (1H. 
dd. J 14.1. 7.0Hz). 1.29 (6H. t. J 7.2Hz); mIZ (ES*. 70V) 504 (MH*) . 

EXAMPLE 64 

35 fS^-3-f4.f6.Met hoxvQuinazolin.4.x/lamino>Dhenvn-2-f2-Af.<V- 
riiPthvlamino.3.4.dioxQcvclobut-1-ftnvlaminotorOPanoiC acid 
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6h (de DMSO, 370K); 9.35 (IH. br s), 8.40 (1H. s). 7.89 (1H. d, J 2.7Hz. 
7.54 (2H. d. i 8.6Hz). 7.71 (1H. s). 7.49 (1H. d, i 2.7Hz). 7.28 (2H, d, J 
8.5Hz), 7.15 (IH. br s). 5.14 (IH, br s). 3.97 (3H. s), 3.42-3.6 (4H, m). 3.28 
(IH, dd. J 14.1. 4.9Hz), 3.60-3.42 (4H, m), 3.28 (IH, dd. J 14.1. 4.9Hz). 
5 3.14 (IH. dd. i 14.1. 9.2Hz). 1.16 (6H. t. J 7.1Hz); m/i (ES+, 70V) 490 
(MH+) 

The compounds of Examples 65 to 68 were prepared from Intermediate 32 
In a manner similar to that described for Examples 56 to 58. 

10 

EXAMPLE 65 

Methvl 3-l4-rf6.7-dimethvoxv-4-auinazolinvl>amino1-3- 

methoxvphenvl)-2-(2-propvlamino-3.4-dioxocvclobut-1- 

envlaminotoropanoate 

15 5H (DMSO de. 390K) 8.54 (IH. br s), 8.38 (1H. s.), 7.75 (IH, d. J 7.8Hz). 
7.66 (IH. s), 7.34 (1H. br d i 8.5Hz). 7.25 (IH. br s). 7.20 (IH, s), 6.97 
(IH, d, J 1.9Hz). 6.85 (IH. br s), 5.15-5.09 (IH, m). 3.97 (3H. s), 3.96 (3H, 
S). 3.78 (3H. s), 3.76 (3H. s). 3.52-3.47 (2H. m). 3.26 (IH, dd. i 14.1, 
5.6Hz), 3.12 (1H. dd, J 14.1. 8.0Hz). 1.59 (2H. sext, J 7.2Hz). 0.93 (3H, t, J 

20 7.4Hz); m/Z (ES* 70V) 550 (MH*). 

EXAMPLE 66 

3-f4-r(6.7-Dimethoxv-4-auinazolinvnamino1-3-methoxvphenvl'V2-(2- 
propvlamino-3.4-dioxocvclobut-1-envlamino>propanotc acid 
25 5H (DMSO de. 390K) 8.38 (IH. s), 7.73 (IH. d, J 8.0Hz). 7.66 (IH. s). 
7.27 (IH. br s). 7.20 (IH. s), 6.99 (IH. d. i 1.8Hz). 6.87 (IH, dd. i 8.0. 
1.9Hz), 5.02 (IH. m). 3.97 (3H. s), 3.96 (3H. s). 3.83 (3H, s). 3.49 (2H. q. J 
6.3Hz). 3.27 (IH, dd. J 14.1, 5.4Hz), 3.11 (IH, dd, i 14.1, 7.8Hz), 1.59 
(2H, sext. J 76.2Hz). 0.93 (3H. t. J 7.4Hz); m/2 (ES+. 70V) 536 (MH+. 

30 

EXAMPLE 67 

Methvl 3-^4-rf6.7-d}methoxv-4-auinazolinvhamino1-3-methoxvphenvfV- 
2-(2-yV.<V-diethvlamino-3.4-dioxocvclobut-1-envlamino)propanoate 

6H(DMSOd6, 390K) 8.33 (IH, br s), 8.15 (IH. s), 7.51 (1H, d.i 8.1Hz). 
35 7.44 (IH. s). 6.98 (1H, s). 6.92 (IH, d, J 9.0Hz). 6.82 (IH. d. i 1.Hz). 6.69 
(IH. dd. J 8.0. 1.9Hz). 5.15-5.09 (IH. m). 3.76 (3H. s). 3.75 (3H. s). 3.61 
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(3H. s). 3.55 (3H. s), 3.35 (4H, q. J 7.1Hz). 3.11 (1H. dd. J 14.2, 5.1Hz). 
2.94 (1H. dd. i 14.2, 9.5Hz). 0.96 (6H. t. A 7.1Hz); m/Z (ES*. 70V) 564 
(MH+). 

5 eXAMPLE 68 

3-f4-K6.7-Dimethoxv -4.QuinazolinvnaminoV3-methoxvphenvn-2-(2- 
A; /tf-diethvlamino-3 4-dioxocvclobuM-envlaminotoropanoic acid 

6H (DMSO d6.390K), 8.49 (1H, s.), 7.97 (1H, brs), 7.51-7.49 (IH, m), 7.38 
(1H. s), 7.21 (IN, br d), 7.12 (IH, s), 6.96 (1H, dd. J7.9, 1.3Hz), 5.28-5.25 
10 (1H. m), 4.00 (6H, s), 3.81 (3H, s), 3.58 (1H. q, J 7.1Hz), 3.35 (1H. dd. J 
14.2. 4.8Hz). 3.20 (IH, dd. J 14.2, 9.7Hz). 1.18 (6H. t. J 7.1Hz); m/Z (ES+. 
70V) 550 (MH*). 

EXAMPLE M 

15 Methvl fSU3-f4-K6.7-dimethoxv-4.nuinazolinvnaminolDhenvl>-2-f2- 
teit butvl.3.4-dioxocvclobut-1-envlamino>Dropanoate 

A mixture of methyl-(S)-{4-[(6.7-dinnethoxy-4-quinazolinyl)amino]phenyl}-2- 
amino propanoate (332mg, 0.869mmol) and Intermediate 4 (171mg. 
0.87mmol) in MeOH (10ml) was heated at reflux for 5 days. The solvent 

20 was removed in vacuo. The residue was dissolved in OCM, washed with 
dil. HCI, dried (Na2S04) and concentrated in vacuo. Column 
chromatography (Si02; MeOH/DCM.7:93) gave the title compound as a 
brown glass (275mg). 5H (DMSO de) 9.39 (1H. s). 8.62 (IH. br d). 8.40 
(IH. d, i 1.2Hz). 7.81 (1h. s). 7.69-7.65 (2H. m), 7.22 (2H. d. J 8.5Hz). 

25 5.08 (IH. m). 3.94 (3H. s). 3.91 (3H. s). 3.74 (3H. s). 3.30 (IH, m). 3.02 
(IH. dd, J 13.5. 11.2Hz), 1.22 (9H. s); m/z (ES+, 70V) 519 (MH+). 

EXAMPLE 70 

EthvlWSt-3-f4-H3-chloro-6.7-dimethoxv-4-q uina2olinvhamino^phenvlV 
30 2-W2-isopropoxv-3.4-diox ocvclobut-1-envhaminolpropanoate 

Prepared in a similar manner to the compound of Example 56 from the 
Intermediate 45. 5H (CD3OD) 7.73 (2H. d, J 8.6Hz). 7.73 (IH. s). 7.27 
(2H. d. J 8.6Hz), 7.06 (IH, s), 5.28 (1H. m). 5.07 and 4.62 (IH. br). 4.23 
(2H. q). 4.00 (3H, s), 3.97 (3H, s), 3.35 (IH. m) 3.05 (IH. m). 1.40 (6H. d. J 
35 6.2Hz). 1.30 (3H, t. i7.3Hz). 
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PYAMPLE 71 

Pthx/U<SU3^A^f3-chloro.6 7.dimetho vvA.r|iiina?olinvnaminolPhenvn- 
9.fp.Wltf.diethvlamine.3A^inYoevclvhiiM^nvlaminQlPrOPanPate 
Prepared in a similar manner to the compound of the Example 57 from the 
5 compound of Example 70. 6H (CD3OD) 7.72 (1 H.s). 7.70 (2H, d. J 8.6Hz). 
7.29 (2H. d. A 8.6Hz). 7.04 (1H, s ), 5.33 (1H. dd). 4.25 (2H, q. i 7.1 Hz). 
3.99 (3H. s), 3.96 (3H. s), 3.58 (4H. br), 3.44 (1H. dd). 3.10 (1H. dd). 1.30 
(3H. t. A 7.1Hz). 1.20 (6H, t, J 7.2Hz). 

10 FXAMPLE 72 

f«;u.'^./4.»3.Chloro-6.7^ imethoxv-4-awina70linvnammPlPhgnvl>-2-r(2- 
A/A/.riifithvlamino.cvclobut-1^nvHaminolpropanQiC acid 
Prepared In a similar manner to the compound of Example 58 from the 
compound of Example 71. 5H (de DMSO) 7.86 (IH.s ). 7.65 (2H. d. J 

15 8.6H2), 7.31 (2H, d, J 8.6Hz). 7.16 (1H, s), 5.15 (1H. m). 3.97 (3H. s). 3.95 
(3H,s), 3.53 (4H, m). 3.20 (1H, m), 3.13 (IH, m). 1.50 (6H. t, J 7.1Hz). m/Z 
(ES*) 554 (MH+). 

EXAMPLE 73 

20 (.<;U3^4-K6.7-Dlmethoxv-4 -niiina7olinvnamino1Phenvl>-2-(2-(-bMtVl-?.4- 
riinYorvclobut-1.enviamino)propanoic acid 

Prepared in a similar manner to the compound of Example 58 from the 
compound of Example 69. 6H (DMSO de. 370K) 8.40 (IH. s). 7.94 (IH. d. 
i 9.2Hz). 7.83 (1H. s). 7.58 (2H. d. J 8.5Hz), 7.17 (2H, d. i 8.6Hz). 7.14 
25 (IH. s). 4.96-4.90 (IH. m). 3.89 (3H. s), 3.87 (3H, s), 3.22 (IH. dd. J 14.1. 
4.5Hz).3.04 (1H, dd. J 14.0. 10.2Hz). 1.17 (9H. s). mfZ (ES+. 70V) 505 
(MH+). 

EXAMPLE 74 

30 Ethvl-fSU3-(4-rf5-methvl- 4-qiiina7olinvnaminolPhenvn-2-n2- 
isopropoxv-3.4-dioxocv clobut.1-€nyi^amino1propanoate 
Intermediate 38 (SOOmg, 2.3mmol) and 3.4-diisopropoxy-3-cyclobuten-1.2- 
dione (453mg. 1 equiv) were stirred at RT in anhydrous MeOH (5m) for 
17h. The solvent was removed in vacuo and the residue purified by 

35 column chromatography ( silica. 75:25 EtOAc-isohexane) to give the iiilg 
compound . 5H (DMSO cfe; 350K). 8.70 (broad signal). 8.50 (1H. s), 7.60 
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(4H, m). 7.30 (1H. d. i 7.0H2). 7.20 (2H, d, J 8.4Hz). 5.20 (1H. m), 5.60 
(1H, broad s), 4.20 (2H. m), 3.20 (1H, m), 3.10 (1H. m), 3.00 (3H, s), 1.30 
(6H, d. A 6.2Hz), 1.20 {3H. m); m/Z (ES*. 70V) 489 (MH+). 

5 FXAMPLE 75 

Fthvl(SV3.f4.nS-methvl^^uinazo linvhaminolDhenvn-2.r(2-/tf./V- 
riiPthvlamino.3.4^ioxocvclobut.1-envnaminolprQPanQate 

The compound of Example 74 (250mg, O.Smmol) and W,A/-dielhylamine 
were stirred at RT in anhydrous (5ml) MeOH for 17h. The solvent was 

10 removed in vacuo and the residue purified by column chromatography 
(silica; EtOAc to 95% EtOAc : 5% MeOH ) to isolate the title compound 
(200mg) as an off-white solid. 5H (DMSO de). 8.60 (1H, s). 8.50 (1H, s). 
7.80 (1H, d. J 9.1Hz), 7.60 (4H, m). 7.40 (1H, d, J 7,0Hz). 7.20 (2H. d, J 
6.8Hz), 5.20 (1H. m). 4.00 (1H. m), 3.70 (3H. s), 3.50 (4H, broad signal), 

15 3.20 (1H. m). 3.00 (1H, m). 2.90 (3H. s). 1.20 (6H. m). m/i (ES*. 70V) 
488 (MH+). 

FXAMPLE 76 

<«;U344-W5-Me thvl^.ouina7olinvHamino1phenvl>-2>r(2-/V./tf- 
20 riiethvlamino-3.4-dioxocx /r.lobut.1-envnaminolpropanoic acid 

The compound of Example 75 (190mg. 0.38mmol) and lithium hydroxide 
monohydrate (19mg) were stirred in a solvent mixture of MeOH (3ml), THF 
(1 .5ml), and water (1 .5ml) for 17h. The solvent was removed in vacuo and 
the residue dissolved in water, the solution neutralised with HCI, 
25 concentrated in vacuo and the residue purified by column chromatography 
(silica; 200:20:3:2 DCM:MeOH:AcOH:H20) to isolate the title compound 
as yellow solid. 6H (DMSO de. 350K), 8.50 (1H, broad signal), 7.70 (3H. 
broad signal), 7.40-7.20 (3H, m), 5.10 (1H, m), 3.6 (4H, m), 3.30 (1H. m), 
3.10 (1H. m), 1.10 (6H, t, J 7.2H2). mfZ (ES*, 70V) 474 (MH*). 

30 

Also prepared in a similar manner to that described for Examples 75 and 

76 from the compound of Example 74 were the compounds of Examples 

77 and 78: 



35 PXAMPLE 77 
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Mpthvi fS\-3-f4.rf5-methvl^.<iuinazolinvl>aminolDhenvl>-2-n2-N./V-df- 
n-prnpvlamine-3.A<iioxocvclobut-1^nv»aminolDroDanoate 
5H (DMSO de. 350K). 8.50 (1H, broad s). 7.80-7.60 (4H. m), 7.40 (1H, m), 
7.30 (2H. m), 5.30 (1H. m), 3.70 (3H. s). 3.50 (4H, m). 3.40 (1H, m). 3.20 
5 (1H. m), 3.10 (3H, s). 1.60 (4H, m). 0.90 (6H. t, A 7.4Hz). m/2 (ES*. 70V) 
516 (MH*) 

FXAMPLE 78 

(Sf.3-/4.rf5-Methvl.4-o iiina7ormvhaminolPhenvlV2-r(2-fV./V-di-n- 
10 proDvlamino-3.4-dioxoc\/nlnhiit.1 .envHaminolproDanoic acid 

6H (DMSO de. 350K), 8.70 (1 H, s). 7.80 (2H. m). 7.70-7.40 (3H. m). 7.40 
(2H, d. A 8.5Hz). 5.20 (1H, m), 3.60 (4H. m), 3.40 (1H. m). 3.20 (1H. m), 
3.00 (3H. s). 1.50 {4H. m). 0.90 (6H. t. A 7.3Hz), m/z (ES*. 70V) 502 
(MH*). 

15 

FXAMPLE 79 

Ethvl-(SW3-(4-rr6-ftrifluorometho yvU4-auinazolinvnamino)phenvn-2- 
f(2.isopropoxv-3.4 -dioxocvclohiit.1-envhaminolDropanoate 

Prepared in a similar manner to Example 74 from the compound of 
20 Intermediate 43. 5H (DMSO de. 300K). 9.20-9.00 (1 H. m). 8.70 (2H, m). 
8.00 (2H. m). 7.80 (2H. m). 7.30 (2H. m). 5.20 (1H, m). 5.00 (1H. m). 4.50 
and 4.20 (1H. 2. sets m), 3.80 (3H. m). 3.30 (1H. m). 3.00 (1H. m). 1.30 
(6H. m). m/Z (ES+. 70V) 545 (MH*). 

25 gXAMPLE 80 

Methvt fS>.3^4^r6.ftrifluorometh nyv^wi.aumazolinvnamino^Phenvn-2- 
[(2.Af./V.diethvlamino. 3 4.dioxocvclbut.1-envnaminolprQPanoate 

Prepared from the compound of Example 79 in a similar manner to that 
described for Example 75. 5H (CD3OD). 8.50 (1H. s), 8.40 (1H. s), 7.90 
30 (1H. d. A 9.1Hz), 7.80 (1H. m). 7.70 (2H. d, A 8.6Hz), 7.30 (2H. d, A 8.6Hz). 
5.50 (1H. m). 3.80 (3H. s). 3.60 (4H, broad signal). 3.50 (1H, m). 3.10 (1H. 
m), 1.20 (6H. t. A 7.2Hz). m/z (ES+. 70V) 544 (MH*). 

EXAMPLE 81 

35 fj?)-3-f4-fr6-fTrifluoronnetho YvW4^uina2olinvnaininotohenviW2-rf2- 
diethvlamino-3.4-di oxocvclobuM ^nvl\aminolpropanoic acid 
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Prepared from Example 80 in a similar manner to that described for 
Example 76. 6H (DMSO, 340K), 9.80 (bd s). 8.60 (2H, m). 8.00-7.70 (4H, 
m), 7.30 (2H. d), 5.20 (1H. m). 3.50 (4H. m), 3.30 (1H. m), 3.10 (1H. m). 
1.20 (6H. t. J 7.1Hz) m/Z (ES*. 70V) 544 (MH+). 

5 

FXAMPLE 82 

Methvl-fS)-3-f4-a6-ftrifluoromethoxvM-au?nazolinvnamino)phenvn-2- 

ff?-A/A/.di.n-DroDvlamino-3.4-dioxocvclobut-1-envnamino1 

nrnnanoate 

10 Prepared from the compound of Example 79 in a similar manner to that 
described for Example 75. 5H (CD3OD), 8.50 (1H. s). 8.40 (1H. broad 
signal). 7.90 (IH. d. J 9.2Hz). 7.85-7.70 (3H. m), 7.30 (1H. d. J 8.5Hz). 
5.40 (1H. m). 3.80 (3H, s). 3.60 (5H, broad signal). 3.10 (1H. m). 1.60 (4H. 
m). 0.90 (3H. t. J 7.4Hz). m/z (ES*. 70V) 586 (MH+). 

15 

EXAMPLE 93 

fj?\.3-(44r6.fTrifluoromethoxvM-auinazolinvnamino)phenvn-2-n2' 
N /tf.di.n.Dropvlamino.3.4.dioxocvclobut-1 -envnaminolproDanoic acid 
Prepared from the compound of Example 82 in a similar manner to that 
20 described for Example 76. 5H (DMSO de. 350K), 9.70 (broad signal), 
8.60 (2H. m). 7.90 (IH, d. J 9.2Hz). 7.70 (3H. m), 7.30 (2H. d. J 8.0Hz). 
5.20 (IH. m). 3.50 (4H, m), 3.30 (IH, m). 3.200 (IH, m). 1.60 (4H. m), 0.90 
(3H. t. J 7.4Hz). mIZ (ES+. 70V) 572 (MH*). 

25 The compounds of Examples 84 to 89 were prepared in a similar manner 
to that described for the preparation of Intermediate 8 from A/-BOC-L- 
tyrosine methyl ester and the appropriate quinazoline and then derivatised 
in a manner similar to that described for Examples 56 to 58. 

30 EXAMPLE 84 

MethvlfSW3-r4-(6.7-dimethoxvQ nina7olin-4-vloxvtohenvn-2-f2-/V./\y- 

diethvlaminQ-3.4-dioxocvclobut.1-envlaminotoropanoate 

6h (CDCI3) 8.57 (IH. s). 7.54 (IH, s). 7.33 (1H. s). 7.25-7.17 (5H, m). 

5.55-4.9 (IH. m). 4.07 (6H. s). 3.83 (3H. s). 3.55-3.4 (5H. m). 3.31 (IH, dd, 

35 J 9.0. 5.5Hz), 1 .25 (6H. t. J 7.2Hz). mlZ (ES+. 70V) 535 (MH*). 



WOOQ/73260 



PCT/GBOO/02020 



79 

FYAMPLg as 

^«S\-3-/A.rf6.7.D imethoxvauinayQlin-4.vlto»v1nhenvlV2-fr2-/tf.Af- 
^tftthvlamino.3.4-dioxo.1 -cvclobi itPnyl^aminolnrODanolc acid 

6H (de DMSO. 370K) 8.58 (1H, s). 7.64 (1H. s). 7.44-7.40 (3H. m). 7.28 
5 (2H. d. A 8.5Hz), 5.23 (1 H. br s), 4.06 (3H. s). 4.04 (3H. s). 3.66-3.56 (4H. 
m), 3.39 (1H, dd, J 14.1. 4.6Hz). 3.21 (1H, dd. i 14.1. 9.6Hz). 1.22 (6H. t. J 
7.1Hz). m/Z (ES*. 70V) 521 (MH*). 

FXAMPLE 86 

10 Mftthvl /St-3.^.f6.methoxv quinazonn-4-vlnyv>phenvn-2-f2-A/./V-di-n- 
prnpvlanriino.3.4.dioxocvclobuM-cnvlammo>PrOPanQate. 

6h (CDCI3) 8.62 (1H. s), 7.95 (2H, d, i 9.0Hz). 7.59-7.54 (2H. m). 7.26- 
7.18 {3H. m). 5.47-5.42 (1H. m). 5.30 (1H. d. J 8.4Hz). 3.99 (3H. s), 3.83 
(3H, s). 3.60-3.10 (6H. m), 1.67-1.60 (4H. m). 0.92 (6H, t. i7.4Hz); m/Z 
15 (ES+. 70V) 533 (MH*). 

FXAMPLE 87 

^<;)-3-r4-f6-Methoxvauina2orm- 4-vloxvtphenvl1-2.l2-M./tf-di-fi- 
propvlamino-3.4-dioxocvci obut-1 -envlamino^proDanoic acid 
20 (de DMSO) 8.57 (IN, s), 7.92 (1H, d. J 10.0Hz). 7.65 (2H. d, i7.3Hz). 7.37 
(2H, d. A 8.7Hz). 7.24 {2H, d. A 8.6Hz). 7.09 (1H. br s). 5.13 (1H. br s), 
3.98 (3H. s), 3.59-3.39 (4H, m). 3.35 (1H, dd, J 14.5. 5.0Hz). 3.17 (1H, dd. 
J 14.1. 9.4Hz). 1.67-1.50 (4H. m). 0.87 (6H. t. A 7.3Hz): mlZ {ES+. 70V) 
519 (iVIH+) 

25 

FXAMPLE 88 

f«tU3-r4.f6.Methoxvainna7Qlin.4.vl nYv^nhenvn-2-r2-n-DroPVlamino-3.4- 
riioxocvciobut-1 .envlamino^propanoic acid 

6h (de DMSO. 370K) 8.59 (1H. s), 7.92 (1H, d. J 9.8Jz). 7.65 (2H, d. A 
30 7.3Hz). 7.35-7.24 (5H. m). 4.97 (1H, br s). 3.99 (3H. s). 3.50 (2H. t. J 
6.3Hz). 3.29 (1H. dd. A 14.0, 5.4Hz). 3.13 {1H. dd. A 14.1. 7.4Hz), 1.58 
(2H. dd. A 14.2. 7.1 Hz). 0.92 (3H. t. A 7.4Hz); mfZ (ES*. 70V) 477 (MH+). 

EXAMPLE 

35 ij;u3.r4-f6-Met h oxvauina?oiin-4-vioxv)Phenvn-2W2-/V.W-digthYlamin9- 

3 4-dioxocvclobut- 1 -envlamtno)prffpannic acid 
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6h (DMSO. 370K) 8.58 (1H. s). 7.92 (1H, d. i 9.9Hz). 7.65 (2H. d. J 
4.7Hz). 7.39 (2H, d, J 8.5H2). 7.25 (2H, d, J 8.8Hz). 5.21 (1H. br s). 3.98 
(3H. s). 3.6-3.5 (4H, m). 3.34 (1H. dd. i 14.2. 5.1Hz). 3.17 (1H, dd, J 14.1, 
9.9Hz). 1.17 (6H, t. J 7.1Hz); mlz (ES+, 70V) 461 (MH+). 

EXAMPLE 90 

tSUEthvl-3'r4-nsoauinolin-1-vlaminotDhenvn-2-W2-isoDroDOxv-3.4- 
dioxocvclobut-1-envnamino1propanoate 

A solution of Intermediate 10 (426mg, 1.27mmol) and 3,4-diisopropoxy-3- 
cyclobutene-1,2-dione {301mg. 1.52mmol) in absolute ethanol (5.0ml) was 
stirred at 40° under N2 for 18h. The volatiles were removed in vacuo and 
the residue chromatographed (Si02; 25-50% EtOAc/hexane) to afford the 
title compound as a pale orange foam {585mg, 97%). 5H (CDCI3) 8.04 
(IH.d. i 5.8Hz). 7.98 (1H, d. i 8.4Hz). 7.72 (1H. d. i 7.8Hz). 7.62 (1H. 
obscured m). 7.61 (2H. d. J 8.3Hz), 7.52 (1H. app.t, J 7.0Hz), 7.35 (1H, br 
s), 7.12-7.08 {3H, m), 6.60. 6.03, 5.13 and 4.59 (together 1H. m). 5.32 (1H, 
m). 4.24 (2H. q, J 7.1Hz), 3.25-3.01 (2H, br m). 1.39 (6H, d. J 6.1Hz), 1.30 
(3H, t. J 7.1Hz); m/Z (ES*. 70V) 474 (MH+). 

EXAMPLE 91 

Ethvl fS)-3-r4-(isoquinolin-1-vlaminotohenvll2-ir2-Ay./V-diethvlamino- 
3.4-dioxo-1-cvclobutenvnaminolpropanoate 

A solution of the compound of Example 90 (586mg, 1.24mmol) and 
diethylamine (181mg, 225^1. 2.48mmol) in absolute ethanol (2ml) was 
heated at 50° under N2 for 18h. The volatiles were removed in vacuo 
affording the title compound as a dull orange foam (520mg). 5H (CDCI3) 
8.05 (1H, d. i 5.8Hz). 7.96 (1H, d. J 8.3Hz), 7.75 (1H, d, J 7.6Hz), 7.65 
(1H, m), 7.63 (2H, d, J 8.5Hz). 7.55 (1H. app.t, i 7.0Hz). 7.23 (1H. br s). 
7.11 (1H. m). 7.10 (2H. d. J 8.5Hz), 5.39 (1H, narrow m). 4.25 (2H, q, J 
7.1Hz), 3.65-3.35 (4H, br m). 1.32 (3H, t, i 7.1Hz). 1.22 (6H, t, J 7.2Hz); 
m/z (ES+. 70V) 487 (MH*). 

EXAMPLE 92 

(S>-3-r4-(lsoauinolin-1-vlamino^phenv n-2-^r2-/tf.Ar-diethvlam!no-3.4. 
dioxo-1-cvclobutenvnaminn\nrnnanoicacid 
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A solution of Example 91 (510mg, I .OSmmol) and LiOH.HzO (53mg. 
1.26mmol) in water (8ml) and dioxan (8ml) was stirred at room temperatue 
for 1.5h. Several drops of AcOH were added and the volatiles were 
removed in vacuo. The residue was chromatographed [silica, DCM (200- 

5 120). MeOH (20), AcOH (3). H20(2)]. Freeze-drying from aqueous MeOH 
afforded the title compund as a pale yellow amorphous solid (230mg, 
48%). 5H (d6 DMSO) 9.07 (1H, br s), 8.49 (1H. d, J 8.3Hz). 7.95 (1H. d. i 
5.7H), 7.79-7.75 (3H. m's). 7.70-7.64 (2H, m's), 7.58 (1H. td. i8.3. 1.3H2), 
7.20 (2H, d. J 8.4Hz), 7.13 (1H, d, J 5.6Hz), 5.11 (1H. m), 3.65-3.38 (4H, 

10 br m), 3.22 (1H. dd, J 13.9. 4.0Hz), 2.99 (1H, dd. J 13.9. 11.0Hz) and 1.09 
(6H, t, J 7.0Hz); m/2 (ES*, 70V) 459 (MH*). 

gXAMPLE 93 

gthvl f3S>.344-rftert-Bu toxvcarbonvi>aminolPhenvl>-3-rr2-iSQPrOPOXV- 

15 3.4-dioxocvclobut-1-envnaminolDropanoate 

Intermediate 12 (190mg, 0.62mmol) in MeOH was treated with 3,4- 
diisopropoxy-3-cyclobutene-1,2-dione (122mg) and N-methyl-morpholine 
(0.1ml) and stirred at RT for 16h. The solvent was removed and the 
product purified by column chromatography (Si02;CH2Cl2/MeOH 20:1) to 

20 give the title compound (176mg, 64%) as a white foamy solid. 5H (DMSO) 
7.41 (2H, d, J 8.6Hz). 7.24 (2H, d. J B.6Hz, 5.29 (1H, m), 5.25 (1H, septet, 
J 6.2Hz), 4.06 (2H, q. J 7.1Hz), 2.99 (1H, dd. J 15.8, 8.8Hz), 2.86 (1H, dd. 
J 15.8. 6.0Hz). 1.40 (3H. d. J 6.2Hz). 1.36 (3H. d. J 6.2Hz). 1.16 (3H. t, i 
7.1Hz); mfZ (ESI, 70V) 469 (MNa+). 

25 

gXAMPLE 94 

Ethvl f3S^-3-U-aminophenv»-3-W? -isonroDOXV-3.4-dioxocvclobuM- 
envHaminolpropanoate 

The compound of Example 93 (176mg, 0.39mmol) was dissolved in EtOAc 
30 (10ml) and HCI gas was bubbled through. The reaction mixture was 
stirred for 2h and the solvent removed to give the title compound (130mg, 
0.34mmol, 87%) as an oil. 8H (DMSO 360K) 7.38 (2H, d. J 8.5Hz). 7.21 
(2H, d. J 8.5Hz). 5.30 (1 H, br m), 5.25 (1 H. septet. J 6.2Hz). 4.08 (2H. q. J 
7.1Hz). 2.99 (1H, dd. i 15.8, 8.8Hz), 2.85 (1H. dd, i 15.8. 6.0Hz), 1.40 
35 (3H, d. J 6.2Hz), 1.36 (3H, d, J6.2Hz), 1.15 (3H. t, i7.1Hz). 
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Fthvi f3S\.3.f443.S.dichloro^-Dvri dvlcarboxamido^DhenvlV3-f(2- 
isonropoxv.3.4^ioxocvclobut-1-envl\aminolDroDanoate 

The cximpound of Example 94 (max 2mmol) was dissolved In DCM (5ml) 
5 and N-methylmorpholine (1 equiv) and cooled to 0°. 3,5-dichloroiso- 
nicotinoyl chloride (463m g) was added and the reaction mixture stin-ed at 
RT for 16h then quenched with sodium bicarbonate solution. The organic 
layer was washed with dilute hydrochloric acid, water, dried (Na2S04), 
filtered and the solvent removed. The product was purified by column 
10 chromatography (SiOa; CHaCla/MeOH 20:1) to give the title compound 
(636mg. 61%) as an oil. 6H (DMSO, 390K) 10.47 (1H, br s), 8.69 (2H, s). 
7.62 (2H. d, J 8.4Hz). 7.39 (2H, d, A 8.4Hz), 5.38 (1H. m), 5.25 (1H, septet, 
J 6.1Hz). 4.10 (2H. q, J 7.1Hz), 3.05 (1H, dd, J 15.8. 8.6Hz), 1.42 (3H. d. i 
6:1Hz). 1.38 (3H. d, J 6.1Hz), 1.18 (3H. t, J 7.1Hz);; m/z (ES*, 70V) 522 
15 (MH+). 

EXAMPLE 96 

Fthvn3SW3-^4.f3.5-dichloroDvrid^-v lcarboxamido^phenvl>-3-ir2./V./tf- 
dipthvlamino-3.4-dioxo-1-cvclobutenvnamino\nropanoate 

20 The compound of Example 95 (31 8mg, 0.61 mmol) was dissolved in MeOH 
(5ml) and diethylamine (0.13ml). The solution was stin-ed for 16h to give a 
white precipitate which was isolated by filtration and dried to give the litis 
compound (247mg. 78%) as a white solid. 5H (DMSO. 370K) 10.93 (1H, br 
s), 8.78 (2H, s), 7.61 (2H. d. J 9.0Hz), 7.41 (2H, d. i 9.0Hz), 5.83 (IH. m), 

25 3.59 (3H, s), 3.53 (4H. br m). 3.08 (IH, dd, J 16.0, 9.0Hz), 2.95 (IH, dd. J 
16.0, 6.0Hz). 1.10 (6H, t. J 6.0Hz); ; m/Z (ES*, 70V) 521 (MH+). 

EXAMPLE 97 

<3S\.3.f4.f3.S.Dichloro nvrid^.vl-carboxamido^Dhenvn-3-fr2-/V.Ay- 
30 diethvlamlno.3.4-dioxo.1 .cvclobutenynaminolpropanoic acid 

The compound of Example 96 (235mg, 0.45mmol) was dissolved in THF 
(5ml) and water (5ml) and lithium hydroxide (21 mg) added. The solution 
was stirred at RT for 3h and the solvent removed in vacuo. The residue 
was dissolved in water (10ml) and acidified to pH 2 with dil. HCI to give a 
35 white precipitate (198mg, 0.39mmol, 87%) which* was filtered and dried to 
afford the title compound . 5H (DMSO. 390K) 10.43 (1 H. br s), 8.69 (2H, s). 
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7.60 (2H. d. J 8.5H2). 7.45 (2H. d. J B.SHz). 7.29 (1H, br s), 5.82 (1H, m, ). 
3.60 (2H, q. J 7.0Hz). 3.58 (2H. q. J7.0H2). 3.02 (1H. dd. J 15.8, 8.2Hz, ), 
2.90 (1H. dd. i 15.8. 6.1Hz). 1.20 (6H. t. J 7.0Hz); ; m/z (ES*. 70V) 507 
(MH*). Analysis by chirai HPLC on Chirobiotic T column eluting with 
5 MeOH/0.6%HOAc gave single peak eluting at 5.58 minutes. 

EXAMPLE 98 

(3/?>-3-f4-t3.5-Dichl oropvrid-4-vlc arboxamido)Dhenvl-34r2-/V./V- 
f digthviaminot-3.4-dioxo-1 -cvclobutenvnaminolpropanoic acid 
10 This was prepared by the same route as the (S)-enantiomer Example 97 
using the appropriate chirai amine. Analysis by chirai HPLC on Chirobiotic 
T column eluting with MeOH/0.6%HOAc gave single peak eluting at 6.54 
minutes. 

15 EXAMPLE 99 

MBthvl f3f?>.3.n2-isoDropoxv-3.4-dioxocvciobtit-1-envMamino1-3-f4- 
»6.7-dlmethoxv^-Quina7otinv»oxvT phenv»Dropanoate 
Intemiediate 16 (580mg, 1.38mmol) was dissolved in MeOH (6ml) and 
DIPEA (0.53ml) and 3,4-diisopropoxy-3-cyclobuten-1.2-dione (300mg) 

20 added. The solution was stirred for 16h and the solvent removed. The 
residue was purified by column chromatography (SiOa; CH2Cl2/MeOH 
50:1) to give the title compound (539mg. 75%) as a yellow oil. 6H (DMSO, 
350K) 8.99 (1H. br m). 8.54 (1H. s). 7.57 (1H. s). 7.49 (2H. d. i 8.6Hz). 
7.38 (IH. s), 7.32 (2H, d. i 8.6Hz). 5.40 (1H. m). 5.27 (1H. septet. J 

25 6.2Hz). 4.01 (3H. s). 3.98 (3H. s). 3.64 (3H. s). 3.10 (IH, dd, J 16.1. 
5.8Hz.). 2.97 (IH. dd. J 16.1. 5.8Hz). 1.42 (3H. d. J6.2Hz), 1.38 (3H. d, i 
6.2Hz). ; m/Z (ES*. 70V) 522 (MH*). 

EXAMPLE 100 

30 Methvl f3f?)-3-ff2~/V./V-diethvlammo-3.4.dioxo-1-cvclobutenvnammoV 
3-{4-f(6.7-dimethoxv-4-quinazolinvl)oxvlphenvnpropanoate 
The compound of Example 99 (265mg. 0.51 mmol) was dissolved in MeOH 
(3ml) and diethylamlne added (0.1ml). The solution was stirred for 16h 
giving a virtiite precipitate. The precipitate was filtered and dried to give the 

35 title compound (177mg, 65%) as a white solid. 6H (DMSO. 370K) 8.55 
(IH. s). 7.59 (IH, s). 7.54 (2H, d. J 8.5Hz), 7.32 (IH, s), 7.30 (2H, d. J 
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8.5Hz. 5.94 (1H. m). 4.02 (3H. s), 3.99 (3H. s). 3.64 (3H, s), 3.60 (4H, 
septet. J 7.1H2). 3.15 (1H, dd. J 15.7. 8.9H2). 3.03 (1H, dd. J 15.7, 5.9H2). 
1.19 (6H. t. A 7.1Hz). : m/z (ES*. 70V) 535 (MH+). 

5 FXAMPLE 101 

fP\-3-fr2-/tf./tf-Diethvlamino-3.4-dio xo-1-cvclobtitenvnaminoV344- 
[f6 7-dimethoxv-4-QuinazolinvnoxvlDhenvl>DropanQic acid 
The compound of Example 100 (170mg, 0.32 mmol) was dissolved in THF 
(2ml) and water (2ml) and lithium hydroxide (20mg) was added. The 

10 solution was stirred at RT for 3h and the solvent removed. The residue 
was dissolved in water (10ml) and acidified to pH2 with dil. HCI to give a 
white precipitate (42mg, 25%) which was filtered and dried. 5H (DMSO. 
400K) 8.56 (1H. s), 7.60 (1H. s). 7.54 (2H. d. A 8.6H2). 7.39 (1H. s). 7.31 
(2H. d. A 8.6Hz). 5.90 (1H, m). 4.03 (3H, s), 3.99 (3H, s), 3.62 (2H, q, J 

15 7.1Hz). 3.60 (2H. q, J 7.1Hz), 3.06 (1H. dd. A 15.8, 8.2Hz). 2.95 (1H, dd, J 
15.8, 6.1Hz). 1.21 (3H, t, A 7.1Hz). ; m/Z (ES+70V) 521 (MH*). 

EXAMPLE 192 

Fthvl ff?>-3-r(2-lsopropoxv-3.4 -dioxo-1-cvrlobutenv»amino-3-r4- 

20 f2 6.naphthvridtn-1-vla mino^phenvlnropanoate 

Intennedlate 23 (178mg, 0.53mmol) was dissolved in MeOH (5ml) and 
DIPEA (0.2ml), treated with 3,4-diisopropoxy-3-cyclobuten-1 ,2-dione 
(126mg) and stinted at RT for 16h. The solution was concentrated, 
dissolved in DCM (20ml). washed with water, dried (Na2S04), filtered and 

25 concentrated. The coide product was purified by column chromatography 
(Si02. CH2Cl2/MeOH 50:1) to give the title compound (150mg, 60%) as an 
oil. (H (DMSO, 370K) 9.21 (IH, s). 9.09 (1H, br s), 8.70 (1H. br m). 8.65 
(1H. d. A 5.9). 8.33 (IH, d. J 5.9Hz), 8.16 (1H, d. A 5.7Hz). 7.87 (2H, d, A 
8.5Hz), 7.35 (2H. d. A 8.5Hz), 7.28 (IH. d. A 5.7Hz), 5.37 (IH, m). 5.27 

30 (1H, septet, A 6.2Hz). 4.10 (2H. qd. A 7.1. 0.4Hz). 3.05 (IH, dd. A 15.8, 
8.9Ht), 2.93 (IH, dd. i 15.8. 5.9), 1.43 (3H, d. A 6.2Hz), 1.39 (3H. d, A 
6.2H)). 1.18 (3H, t. J 7.1Hz), ; miz (ES+, 70V) 475 (MH*). 

gXAMPLE 103 

35 Methvt f3/?\-3.^f2.Af.A/-Diet hvlamino-3.4.rfioxQ-1^vc!obutenvi^amino-3- 
fA-f2 6.naphthvridin.1-vlaminotohenvnDroPanQate 
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The compound of Example 102 (145mg, 0.3 mmol) in MeOH (2ml) was 
treated, with diethyiamine {0.07ml) and stirred at RT for 16h. The solvent 
was removed and the residue was purified by column chromatography 
(Si02. CH2Cl2/MeOH 100:1) to give the title comoound {140mg, 98%) as a 
5 yellow oil. 6H (DMSO, 370K) 9.21 (1H. s), 9.08 (1H, br s). 8.65 (1H. d, J 
5.9H2). 8.33 (1H. d, J 5.9Hz), 8.16 (1H, d, J 5.7Hz). 7.86 (2H, d. J 8.5H2). 
7.40 (2H, d, J 8.5Hz), 7.27 (1H, d, J 5.7Hz), 5.87 (1H. m), 3.63 (3H. s). 
3.59 (2H. q. J 7.1Hz), 3.57 (2H. q. J 7.1Hz), 3.12 (1H. dd. J 15.6, 8.8Hz). 
2.99 (1H. dd. A 15.6. 6.0Hz). 1.21 (3H, t. J 7.1Hz). 1.18 (3H. t. J 7.1Hz), ; 
1 0 mIZ (ES+. 70V) 474 (MH+). 

EXAMPLE 104 

f3m.3.ff2-/tf./V-Diethvlamino.3 4^ioK0.1-cvciobutenvnamino-3-r4-(2.6. 
naphthvridin-1 .vtaminotohenvlproDanoic acid 

15 The compound of Example 103 (140mg, 0.29mmol) was dissolved in THF 
(1ml) and water (1ml) and treated with lithium hydroxide (18mg). The 
solution was stirred at RT for 90 mins and concentrated in vacuo. The 
residue was dissolved in water and slowly acidified to pH4.5 with dilute 
HCI acid to give a yellow precipitate which was filtered and dried to give 

20 the title comoound (60mg). 5H (DMSO. 350K) 9.22 (1 H, d, J 0.8Hz), 8.66 
(1H. d. i 5.8Hz), 8.36 (1H. dd. J 5.9, 0.8Hz). 8.15 (1H. d. J 5.8Hz), 7.84 
(2H. d, J 8.5Hz), 7.40 (2H. d, J 8.5Hz). 7.29 (1H. d, J 5.8Hz). 5.83 (1H. m). 
3.59 (2H, q. J 7.1Hz). 3.57 (2H, q. J 7.1Hz). 3.02 (1H. dd, J 15.7. 8.8Hz. 
2.90 (1H. dd. J 15.7. 5.9Hz). 1.18 (6H. t. J 7.1Hz). m/z (ES+. 70V) 460 

25 (MH+). 

The following derivatised resins were prepared to enable the preparation 
of compounds of the invention by solid phase synthesis: 

30 Resin bound fSW3./4-AmlnoDhenvH-2-f9.fluorenvlmethoxv. 
carbonvlaminotpropanoic acid (11 

Paramax Wang resin (Advanced Chemtech. 10g. I.Ommol/g, lOmmol 
equivalent) in DMF (150ml) was treated with N-a-FMOC-4-nitro-L- 
phenylalanine (22g. 50mmol). 2.6-dichlorobenzoyl chloride (7.0ml, SOmmol) 
35 and pyridine (4.0ml, 50mmol) and the mixture agitated under nitrogen at RT 
for 24h. The resin was filtered and washed with DMF and DCM then 
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unreacted resin sites were capped with 20% acetic anhydride In DMF for 
30mins at RT. The resin was filtered and washed as before then treated 
with a 1M solution of stannous chloride dihydrate in DMF (100ml) at RT for 
12h and washed with DMF and DCM to give the riftrivatised resin (1V 

5 

Rpsin bound (St.3. f4.n5.dichlorn-^.ni/ririvlcarhoxamido)Phenvn-2- 
^minnpropanoic acid t2) 

Oerivatised resin (^) from the above procedure was swollen in DCM (50ml) 
then treated with DIPEA (5.1ml, 29mmol) and 3.5-dichloropyridine-4- 
10 carbonylchloride (6.2ml, 29mmol) and agitated under nitrogen at RT for 
12h. The resin was washed as before then treated with a 20% solution of 
piperidine In DMF (100ml) for 30mins at RT followed by thorough washing 
with DMC and DCM to give the derivatised resin (2Y 

15 Resin bound f SW3.r4-f3.5 .Hichloro.4.px/ririvlcarboxamldo)phenvll-2- 
f?-nnpthoxv-3.4-dioxocvclobi it.1.envlaminn^propanoic acid tZ) 

nerivatised resin (2) from the above procedure in DMF (100ml) was 
treated with 3,4-dimethoxy-3-cyclobutene-1,2-dione (4.1g, 29mmol) for 
12h at 70° then filtered and washed with DMF and DCM to give the 
20 riRrivatised resin (3V 

Resin bound fRSU3-[4.l3.S-Dichlo rn-4.nvridvlcarboxafnidO>Phenvn-3- 
^?-methoxv-3.4-dioxocvclobut -1-envlaniino^DrOPanoiC acid (4) 

nerivatised resin (A) was prepared in a similar manner to d?riV9ti?gd resin 
25 121 from (RS)-3-(9-fluorenylmethoxycarbonylamino)-3-(4-nitrophenyl) 
propanoic acid. The latter was prepared as follows: A cold (0°) solution of 
(RS)-3-Amino-3-(4-nitrophenyl)propanoic acid [D. M. Kalvin and R. W. 
Woodward, J. Org. Chem. (1985) 50, 2259] (3.2g. 15mmol) in 10% 
aqueous sodium carbonate (60ml) and 1,4-dioxane (30ml) was treated 
30 portion-wise with 9-fluorenylmethoxycarbonyl-N-hydroxysuccinimide (5.6g. 
17mmol) in 1,4-dioxane (15ml) and the mixture stirred at RT for 12h. The 
mixture was poured into water (300ml) and the aqueous phase washed 3 
times with Et20. The aqueous layer was then acidified with solid citric acid 
and extracted into Et20. The combined organic layers were dried 
35 (MgS04) and evaporated to a yellow oil then triturated from hexane and 
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EtOAc to afford (RS)-3-(9-fluorenylmethoxy-carbonylamino)-3-(4- 
nitrophenyl)propanoic acid as a yellow solid (1 .8g): jn/Z (ES*. 70V) 432. 

Rpsin bound IS>-3.(4.AminoDhenvlV?-f?-nrODVlaminQ-3.4- 
5 riioYocvclobut-1-envlamino^ prooanoic acid (5^ 

Paramax Wang resin (Advanced Chemtech, 10g, 1.0mmol/g, lOmmol 
equivalent) in DMF (150ml) was treated with N-a-FMOC-4-nitro-L- 
phenylalanine (22g, SOmmol), 2.6-dichlorobenzoyl chloride (7.0ml. 
SOmmol) and pyridine (4.0ml. SOmmol) and the mixture agitated under 

10 nitrogen at RT for 24h. The resin was filtered and washed with DMF and 
DCM then unreacted resin sites were capped with 20*^ acetic anhydride in 
DMF for 30mins at RT. The resin was filtered and washed as before. A 
portion (4g) was treated with a 20% solution of piperidine in DMF (100ml) 
for 30mins at RT then filtered and washed with DMF and DCM. The resin 

15 was treated with 3,4-dimethoxy-3-cyclobutene-1,2-dione (1.9g. 13.4mmol) 
in DMF (50ml) for 12h at TQOC then filtered and washed with DMF and 
DCM. The resin was swollen in DCM (10ml) and EtOH (40ml) and treated 
w\iU propylamine (1.6ml, 19.2mmol). The solution was agitated for 12h at 
RT then filtered and washed thoroughly with DCM. The resin was treated 

20 with a 1M solution of stannous chloride dihydrate In DMF (50ml) at RT for 
Bh then washed with DMF and DCM to give riprivatised resin (5). 

Resin bound diethvlphosphono-«-d iazoacetate f6> 

Wang resin (Advanced Chem tech. I.Og, 0.7mmol/g. 0.7mmol equivalent) 

25 was treated with diethyl-phosphonoacetate (0.68g. 3.5mmol), N,N'- 
diisopropylcarbodiimide 0.55ml, 3.5mmol) and 4-N,N-dimethylamino- 
pyridine (O.OSg. 0.7mmol), in DCM (5.0m). The mixture was agitated at 
ambient temperature for 16h. The resin was filtered and washed with 
DMF, MeOH and DCM. The resulting resin (1 .Og) was treated with 4-acet- 

30 amidobenzenesulfonyl azide (0.43g. 1.86mmol) and diazabicyclo-undec-7- 
ene (O.OSg, 0.62mmol) in acetonitrile at ambient temperature for 16h. The 
resin was washed with DMF, MeOH and DCM to give derivatised resin (6) 
[FTIR (ATR) vmax 2132cm-1]. 

35 Rftsin bound fS\.3.r4.f1.isoaiiinolvlaminQtohenvn-2-(9- 
fliinrenvlmethoxvcarbonvla minn)proDanolc add (7) 
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Wang resin (Advanced Chemtech, 3.0g, 0.7mmol/g, 2.1mmol equivalent) 
in DMF (50ml) vi^as treated with (S)-3-{4-(1-isoquino!ylamino)phenyl]-2-{9- 
fluorenylmethoxycarbonyiamino)propanoic acid (S.Sg, 6.3mmol). 2,6- 
dichlorobenzoyl chloride (1.5ml. 10.5mmol) and pyridine (0.8ml, 10.5mmol) 
5 and the mixture agitated under nitrogen at RT for 24h. The resin was 
filtered and washed with DMF and DCM then unreacted resin sites were 
capped with 20% acetic anhydride in DMF for 30m ins at RT. The resin 
was filtered and washed as before to give derivatised resin ilV 

10 Rpsin bound fS\.3-r4^1.isooiitnolvlaminotohenvn-2-f2-methoxv-3.4- 
diQxocvctobut-1-enylamino)propanoic acid 18\ 
Derivatised resin (7) from the above procedure was treated with a 20% 
solution of piperidlne in DMF (100ml) for 30mins at RT followed by 
thorough washing with DMF and DCM. The resin was treated with 3,4- 

15 dimethoxy-3-cyclobutene-1.2-dione (4.7g, 33mmol) for 12h at 70° in DMF 
(50ml) then filtered and washed as before to give derivatised resin (8) 

Rpsin bound fSW3-f4-b Bn7ovlDhenvn-?-r2-methoxv-3.4-dioxocvclobut. 
l-^nvl^aminooropanoic acid 19\ 

20 N-a-FMOC-L-benzoylphenylalanine Wang resin (Advanced Chemtech, 
400mg. 0.5mmol/g, 0.2mmol equivalent) was treated with a 20% solution 
of piperidine in DMF (5ml) for 30mins at RT then filtered and vi/ashed 
thoroughly with DMF and DCM. The resin was treated with 3,4-dimethoxy- 
3-cyclobutene-1.2-dione (200mg, 1.4mmol) for 12h at 70^ in DMF (5ml) 

25 then filtered and washed as before to give derivatised resin i9). 

HPLC-MS 

HPLC-MS was performed on a Hewlett Packard 1100/MSD ES Single 
Quadropole system with diode array detector using either: 

30 Conditions A : A Luna CI 8(2) 50 x 4.6mm particle size) column, 
running a gradient of 95% [20mM ammonium fonnate, pH 3.5], 5% [0.1% 
formic acid in acetonitrile] to 10% [20mM ammonium formate, pH 3.5], 
90% [0.1% formic acid in acetonitrile] over 3min, then maintaining the 
mobile phase at that ratio for a further 2min. Flow rate 0.8ml/min.; or 

35 Conditions B : A Luna C18(2) 50 x 2.0mm (3nm) column, running a 
gradient of 95% [0.1% aqueous formic add], 5% [0.1% fomiic acid In 
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acetonitrile] to 10% [0.1% aqueous formic acid], 90% [0.1% formic acid in 
acetonitrile] over 2min, then maintaining the mobile phase at that ratio for a 
further 1 min. Flow rate 0.8ml/min. 

MS was acquired by API electrospray in positive ion mode, at 70V, 
5 scanning from 1 50 to 750amu. 

EXAMPLE 105 

(S)-?-r4-f3,$'Pichl9rQ'4'pyrt<<y!carbPxamid9)phgnYlV2-(2- 
cvclohexvlamino-3.4-dioxocvclobuM>envlamino^DroDanoic acid 

10 To the derivatised resin (3), (120mg) was added DCM (0.2ml). EtOH 
(0.8ml) and a 1M solution of cyclohexylamine in DCM (0.5ml). The 
solution was agitated for 12h at RT followed by filtration and multiple 
washes with DCM. The resin was treated with 60% trifluoroacetic acid in 
DCM (1.5ml) for 3h with agitation and then filtered. The filtrate was 

15 evaporated in vacuo to give the crude product which was purified by 
preparative HPLC to afford the title compound (5mg). 
HPLC-MS (Conditions A) Retention time 3.5min MH* 531. 

The following compounds of Examples 106 to 179 and 183 to 195 were 
20 prepared in a similar manner to the compound of Example 105, each using 
the starting material shown. For examples where the amine was added as 
a salt, 1 mol equivalent of DIPEA was also added. 

EXAMPLE m 

25 (5V?>r4-(?,g-PighlPr9-4-pyri<<y|garbQxamido)phgnYlV2-r2-(1- 

adamantvlamino\-3.4-dioxocvclobut-1-envlammolDroDanoic acid 

1- Adamantylamine gave the title compound {4mq) 
HPLC-MS (Conditions A) Retention time 3.9min MH+ 583 

30 EXAMPLE 107 

fS)>3-r4>f3.5-Dichlor o-4-pvridvlca rboxamido>Dhenvn>2-r2>f2- 
methoxvethvlaminot-3,4-dioxocvclobuM-envlamtnolDroDano}c acid 

2- Methoxyethylamine gave the title comoound (lOmg) 
HPLC-MS (Conditions A) Retention time 3.1 min MH+ 507 

35 

EXAMPLE 109 
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r«?\.3-fd43.S.Dichloro.4.pvridvlcarboxamidotohenvn-2»r2-(3- 
mBthoxvDroDvlaminoW3.A.dio«oevclobi it-1-enviaminolDroDanoic acid 

3-Methoxypropylamine gave the title compound (9mg) 
HPLC-MS (Conditions A) Retention time 3.2min MH* 521 

5 

FXAMPLE 109 

(■<?\.3.f4-f3.S.Dichtoro^.pvridvlcarboxamido^Phenvn-2-r2-(2- 
thiPnvtmethvlamino^.3.4-dioxoc vclobut.1.envlamino1propanQic acid 

2-{Aminomethyl)thiophene gave the title compound (4mQ) 
1 0 HPLC-MS (Conditions A) Retention time 3.4min MH* 545 

PXAMPLE 110 

f.«t\^.r4-f3.5.Dichloro .4.DvridvlcarbnYamidotehenvn-2-r2-(4- 
mnrphotinoethv!aminot.3.4-dioxocvclobut-1-enviaminQlpropanoiC 
15 acid 

N-{2-Aminoethyl)morpholine gave the title compound (8mg) 
HPLC-MS (Conditions A) Retention time 2.9min MH+ 562 

PXAMPLE 111 

20 f<tW3.r4.(3.5-Dichloro-4-pv ririvlcarboxamido)phenvn-2-f2-(3.4.5- 

trimethoxvbenzvlaminoW3.4-dioxocvclobut-1-envlaminolPrPPanPiC 
acid 

3,4,5-Trimethoxybenzylamine gave the title compound (3mg) 
HPLC-MS (Conditions A) Retention time 3.4min MH+ 629 

25 

f5?U3.r4-f3.5.Dichloro. 4.ovridvicarbnxamtdQtehenvn-2-r2-(1- 
piperidinoethvlamino)-3.4-dioxocvc lobut-1-envlaminolDropanoic acid 

1-(2-Aminoethyl)piperidine gave the title compound (11 mg) 
30 HPLC-MS (Conditions A) Retention time 2.9min MH* 560 

EXAMPLE 113 

f5;\.3.r4.<3.5-Dichloro.4 -pvridvlcarfaQvflmidotohenvn.2.r2-f3.(2- 
nYonvrrolidin-1-vHpropvlamino^-3.4-dioxOCVClQbUt-1-envlamino1 
35 propanoic acid 

1-(3-Aminopropyl)-2-pyrrolidinone gave the title Qompoupd (12mg) 
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HPLC-MS (Conditions A) Retention time 3.1min MH* 574 
pyAMPLE 114 

f<;\.3-r4.f3.5-Dichloro-4.nvridvlcarboxamidotohenvn-2-r2-(3- 
5 nhi>nvlDroDvlamino>-3.4.dinitorvclobut.1.envlaminolpropanoic acW 

3-Phenylpropylamine gave the title compound (8mg) 
HPLC-MS (Conditions A) Retention time 3.7min MH* 567 

FXAMPLE 115 

10 f<;U3.r4-f3.5-Dichloro-4-p vridvlcarboxamido^Dhenvn-2-r2-(3-(1- 

imidazolvnproDvlaminoW3.4-d ioxocvclobut-1-envtaminolproDanoic 

acid 

N-(3-Aminopropyl)imidazole gave the title compound (9mg) 
HPLC-MS (Conditions A) Retention time 2.8min MH+ 557 

15 

FXAMPLE 116 

(«?).3-r4-f3.5-Dichloro-4-Dvridvtcar hoxamido>phenvn-2-r2- 
pineronviamino-3.4-dioxocvcl ohiit-1 -en vlaminolpropanoic acid 

Piperonylamine gave the title comoound (3mg) 
20 HPLC-MS (Conditions A) Retention time 3.5min MH* 583 

EXAMPLE 117 

fj;\.3.r4-f3.5-Dichloro.A -nvridvlcarboxamidotehenvn-2-r2-l1-benzvl-4- 
pinBridinvlamino\-3.4-dioxoc vfilobut-1 -envlaminolpropanoic acid 
25 4-Amino-1 -benzyipiperidine gave the titip compound (1 2mg) 
HPLC-MS (Conditions A) Retention time 3.1min MH+ 622 

EXAMPLE 118 

f5?\.3.r4-n.5.Dichloro. 4.nvririvlcarbnxamido^phenvn-2.r2-l2- 
30 Dvridvlmethviamino\.3.4. dioxocvclobiit-1-envlamino1propanoic acid 

2-(Aminomethyl)pyridine gave the tjtlR mmoound (14mg) 
HPLC-MS (Conditions A) Retention time 3.2min MH* 540 

FXAMPLE 119 

35 f<;U3.r4^3.S.Di chlQro^.Dvridx#lrarhoyamido^phenvn-2-f2- 

nyrloDentvlamino-3.4.dioxocY r'»'^"*-''-«''"'^'"'"°^°'^°°^"°'*^ ^^^^ 
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Cyclopentylamine gave the title compound (8mg) 
HPLC-MS (Conditions A) Retention time 3.4mln MH+ 517 

FXAMPLE 120 

5 f5;U3.r4-f3.5.Dichloro.4-pvridvicarboxamidotohenvn-2-r2-(4- 

phenvlbutvlamino\.3.4^ioxocvclobut.1 ^nvlaminolDroDanoic acid 

4-Phenylbutylamine gave the title compound (4mg) 
HPLC-MS (Conditions A) Retention time 3.8min MH+ 581 

10 PXAMPLE 121 

(5;U3-r4.f3.S-Dichloro^.Dvridvlcarfaoyamidotohenvn-2-r2-(3- 
pvridvlmethvlaminoW3.4-dioxocvclobut-1 -envlaminolpropanoic acid 

3-(Aminomethyl)pyridine gave the title comoound (7mg) 
HPLC-I\/IS (Conditions A) Retention time 3.0min ly^H* 540 

15 

FXAMPLE 122 

f5;W3-r4.f3.5-Dichloro- 4-Dvridvicarboxamidotohenvn-2-f2-f3.3- 
dimethvlbutvlamin oV3.4-dioxonvclobut-1-envlaminolpropanoic acid 

3,3-Dimethylbutylamine gave the title compound (7mg) 
20 HPLC-MS (Conditions A) Retention time 3.6min MH* 533 

EXAMPLE 123 

f5;W3-r4.f3.5-Dichioro^-pvridvlcarb oxamidotehenvn.2-r2-f3.4- 
dichlQroben2vlamino V3.4-dioxocvclobut-1.envlamino1propanoicacid 

25 3,4-Dichlorobenzylamine gave the title compound ( 1 1 mg) 
HPLC-MS (Conditions A) Retention time 3.8mln MH+ 607 

EXAMPLE 124 

fj;w3-r4.f3.5-Dichloro. 4.pvridvlcarboxamidotohenvn-2-r2-<2-(1- 
30 piperazinvhethvlaminoU3 -4^ioxocvcinbut.1-cnvlamino1propanoic 
acid 

N-(2-aminoethyl)piperazine gave the title compound (5mg) 
HPLC-MS (Conditions A) Retention time 2.8min MH* 561 



35 



EXAMPLE 12S 
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f 5tl-3-r4-<3.S.Dichloro-4-pyridvlcarboicamidotehenvn-2-f2-f 2-f 1 - 
pvrrolidinv»ethvlamino\.3.4-dioxocvclobtit-1^nvlaminolDroDanoic 

1-(2-aminoethyl)pyrrolidine gave the title compound {9mg) 
5 HPLC-MS (Conditions A) Retention time 2.9min MH+ 546 

EXAMPLE 12? 

fSU3.r4./3.S.Dichloro^.Dvridvlcarboxamido>Dhenvn-2-r2-(3- 
hvdroxvDroDvlammoU3.4.dioxocvctobut-1^nvlaminolDroDanoic acid 
1 0 3-Hydroxypropylamine gave the ^it^e compound (4mg) 
HPLC-MS (Conditions A) Retention time 3.0min MH+ 507 

EXAMPLE 127 

L<;\.3-r4-f3.5-Dichioro .4.DvridvlcarboxamidQtehenvn-2-r2-f4. 
15 f:vclohcxvlanilinoV3.4.dioxocvclobut-1-envlaminolDroDanoic acid 

4-Cyclohexylaniline gave the title compound (3mg) 
HPLC-MS (Conditions A) Retention time 4.3min MH* 607 

FXAMPLE 128 

20 fSI.3.r4-(3.5-Dichloro.4.Dvri dvlcarboxamido>phenvn-2-r2-(4- 

morpholinoamlino)-3.4 -dioxocvclQbut-1-envlamino1propanoic acid 
4-Morpho!inoaniline gave the title compound (5mg) 
HPLC-MS (Conditions A) Retention time 3.4mln MH+ 610 

25 gXAMPLE 128 

fSI-3-r4-f3S.DichlorQ.4-Dvridvlcarboxaniidotehenvn-2-f2- 
isoproDvlamino-3.4-dioxocvciobiit-1 ^nvlamino^Dropanoic acid 

Isopropylamine gave the title compound f2ma) 
HPLC-MS (Conditions B) Retention time 2.3min MH+ 491 

30 

EXAMPLE 130 

fSl-3-r4-f3.5-Dichloro-4-pvridvlca rhoxamido^phenvn-2-(2-feit- 
butviamino.3.4.diQxocvclobut-1 -envlanninotoropanolc acid 
Tert-butylamine gave th e title compound (1mg) 
35 HPLC-MS (Conditions B) Retention time 2.39min MH+ 505 
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PXAMPLE 131 

r<?V3-r4-f3.5-Dichloro^-DvridvicarbQxamido)ph6nvn-2-f2- 
propvtammo-3.4.dioxocvclobiit.1 -envtamino^Dropanoic acid 

Propylamine gave the title compound (Smg) 
5 HPLC-MS (Conditions B) Retention time 2.3min MH* 491 

gXAMPLE 132 

^5;U3-r4-t3.5-Dichloro-4-Dvridvlcarboxamido)phenvn-2-(2- 
hen7vtaminp-3.4-dioxocvclobut-1 -envlaminotproDanoic acid 
1 0 Benzylamine gave the title compound (4mQ\ 

HPLC-MS (Conditions B) Retention time 2.43min MH+ 539 

EXAMPLE 1?? 

rS\.3-r4-f3.5-Dlchloro-4-pvridvlcarbPxamido1phenvn-2-r243. 
15 friimgthvlamino\propvlamino>-3.4-dipxocvciobut-1.enviamino1 
propanoic acid 

3-(Dimethylamino)propylamine gave the title compound (5mg) 
HPLC-MS (Conditions B) Retention time 1.92min MH+ 534 

20 FXAMPLE 134 

fSI-3.r4-f3.5-Dichloro-4-pvridvlcarboxamldotohenvn-2.r2-f 3- 

isopropoxvpropvlaminoU3.4-dioxocvciobut-1-cnvlaminolpropanoic 

acid 

3-lsopropoxypropylamine gave the title compound (5mg) 
25 HPLC-MS (Conditions B) Retention time 2.37min MH+ 549 

EXAMPLE 135 

(SU3-r4-f3.5-Dichloro-4-pvridvlcarboxamidotohenvn-2-r2-f3- 
ethoxvpropvlaminoU3.4-dioxocvclobut-1-envlaminolproDanoic acid 

30 3-Ethoxypropylam ine gave the title compound (5mg) 

HPLC-MS (Conditions B) Retention time 2.3min MH* 535 

EXAMPLE 1?9 

(S)-3.f4-f3.5-DichlorD.4.pyridylcarboxamidotohenyr|-2-[2.<2.(3. 
35 indolvnethvlaminoW3.4.dioxQcvciebut.1 -enviaminolpropanoic acid 
2.(3.indolyl)ethylamine gave the title compound f Imo) 
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HPLC-MS (Conditions B) Retention time 2.15min MH* 592 

pyAMPLE 137 

/jtU3.r4-f3.S-Dichloro^-pvridvlcarboxamidotohenvn-2-(2- 
5 rvrlobutviamino-3.4-dioxocvclobuM ^nvlamino)proPanoiC acid 

Cyclobutylamine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.35min MH* 503 

EXAMPLE m 

10 fSU3.r4.f3.5-Dichloro-4-Dvridvlcarbox3 mirio>Dhenvn-2-f2- 

cvcloproDvlamino-3.4 -dioxocvciobut-1 -envlamino^propanoic acid 
Cyclopropylamine gave the title compound (5mg) 
HPLC-MS (Conditions B) Retention time 2.26min MH* 489 

15 EXAMPLE 139 

/5;\.3.r4-<3.5-Dt chioro.4-Pvridvlcarboxamidotphftnx/n.2.r244^1.2.3- 
»hiadiagol.4-vl\benzvlamino\-3.4-dinYocvciobut-1-enviamino1 
propanoic add 

4-(1,2,3-Thiadiazol-4-yl)ben2ylamine gave the title compound (5mg) 
20 HPLC-MS (Conditions B) Retention time 2.46 MH* 623 

EXAMPLE 140 

f5;u3.r4-r3.S.Dichloro.4.pvridvlcarboxamidotohenvn-2-r2-f3- 
nitroben?vlamino\-3.4-dioxocvclobut.1 -e nvlanninplpropanoic acid 
25 3-Nitrobenzylamine hydrochloride gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.46min MH* 584 

EXAMPLE 141 

<5;W3-r4-<3.5-Dichloro-4-pvridvlcar hnyamido^phenvn-2-r2-(4- 
30 <methvlsu1fonvnbenzvlam inQ^-3.4.dioxocvclobut-1-envlanf)lno1 
propanoic acid 

4-(Methylsulfonyl)benzylamine hydrochloride gave the title compound 
(Img) 

HPLC-MS (Conditions B) Retention time 2.31 min MH+ 617 

35 

EXAMPLE 142 
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f«t^.a-f443.S.Dichloro^.Dvridvlcarboyamirio>phenvn>2-r2-(2- 
(honyvithiotethviammouad-dioxocvciobiit.l-enviaminolprQpanoic 

2-(Benzylthio)ethylamine hydrochloride gave the title compound (7mg) 
5 HPLC-MS (Conditions B) Retention time 2.56min MH* 599 

FXAMPLE 14? 

r«;ua.r4.f3.5-Dichloro^.Dvridvlcarboxamtdo)phenvn-2-r2-f2-(4- 
nitronhenvnethvlaminoU3.4^ioxocvrlobtit-1-envlaminolPrOPanPig 

10 acid 

2-<4-Nitrophenyl)ethylamine hydrochloride gave the title compound (1mg) 
HPLC-MS (Conditions B) Retention time 2.47min MH* 598 

FXAMPLE 144 

15 f.<;w3.M-f3.5.D ichloro.4-pvririvlcarboxamido^nhenvn-2-f2-(1- 
pipftridinvn.3.4-dioxocvclobut.1 -enx/laminolpropanoic acid 

Piperidine gave the title compound (5mg). 

HPLC-MS (Conditions B) Retention time 2.36min MH* 517 

20 FXAMPLE 145 

^■<?U3-[4-f3.5-Dichlor D -4-pvridvicarhnxamidptohenvn-2-f2-nionPhormo- 

3 4.Hir»focvclQbut.1-envlamino^nropanoic acid 

Morpholine gave the title compound (7mg) 

HPLC-MS (Conditions B) Retention time 2.24min MH+ 519 

25 

gXAMPLE 146 

fj;\.3-r4.(3.S.Dichloro .4.pvridvlcarhnxamido^phenvn-2-f2- 
thinmorpholino-3.4.dioxpcvc lobut-1-enviaminotoropanoic acid 

Thiomorpholine gave the title compound (Img) 
30 HPLC-MS (Conditions B) Retention time 2.36min MH* 535 

FXAMPLE 147 

/5;u3.r443.5.Dichioro-4.pvridvlcarboxamido)phenvn-2-f2' 
riiftthvlamlno.3.4-dioxorvclobut.1 ^nvlaminotoropanolc acid 

35 Diethylamine gave the title compound (4mg) 

HPLC-MS (Conditions B) Retention time 2.34min MH* 505 
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FXAMPLE 148 

fJ?W3-r4-<3.5-Dichloro^.pvridvlcarboxamidotohenvn-2-r2-(1- 
pvrrolidinvh-3.4-dioxocvclobut-1-envlaminolproDanoicacid 

5 Pyrrolidine gave the title compound (2mg) 

HPLC-MS (Conditions B) Retention time 2.29min MH* 503 

FXAMPLE 149 

fS>-3-r4-f3.5-Dichloro-4-Dvridvtcarboxamido\Dhenvn-2-r2-f4-ethvl-1- 
10 piperazinvn.3.4-diQxocvc1obuM-envlaminolproDanoic acid 
1 -Ethylpiperazine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 1.96mln MH* 546 

EXAMPLE 150 

15 fSW3-f4.f3.S-Dichloro.4-Pvridvlcarboxannido^nhenvn-2-r244. 
fhvdroxvprDPvn-1-piDerazinvn.3.4.diQxoevclobut.1. 
enylaminolpropanoic acid 

1 -Piperazinepropanol gave the title compound (6mg) 
HPLC-MS (Conditions 8) Retention time 1.94min MH* 576 

20 

EXAMPLE 151 

(S\.3.r4.r3.S.Dichloro.4.pvridvlcarboxamldotohenvn-2-r2.<(SV.3. 
dimethvlamino-1.pvrrolidinvn-3 4-diQxecvclobut.1. 
enylaminolpropanoic acid 
25 (S)-3-(Dimethylamtno)pyrrolidine gave the title compound (Bmg) 
HPLC-MS (Conditions B) Retention time 1 .94mln MH* 546 

EXAMPLE 152 

fS^3.r4-f3.S-Dichloro-4-pvridvlcarboxamidotohenvn-2.r2-(fS^-2. 
30 <methoxvmethvn-1-pvrrolidinvlV3.4-dioxocvclobut-1- 
envlaminolpropanoic acid 

(S)-2-(Methoxymethyl)pyrrolidine gave the title comoound (2ma) 
HPLC-MS (Conditions B) Retention time 2.37min MH* 547 



35 



EXAMPLE 1S3 
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f5;U3-r4-f3.5-Dichloro-4.DvridvlGarboxamido^Dhenvn.2-r2-/1- 
pipera2inv»-3.4-dioxocvclobuM-gnvlaminolDroDanoic acid 
Piperazine gave the title compound (1mg) 
HPLC-MS (Conditions B) Retention time 1.93min MH* 518 

5 

EXAMPLE 154 

f5;\.3.r4-(3.5.D ichloro-4-pvrid vlcarboxamidotohenvll-2>r2-ffRS)-3- 
diethvlamino-1-DvrrolidinvH.3.4^io»ocvclobut.1- 
gnvlaminolDropanoic acid 

10 3-(Diethylamino)pyrrolidine gave the title comoound (6mg) 
HPLC-MS (Conditions B) Retention time I.SBmin IV1H+ 574 

EXAMPLE 155 

fSV3-r4.f3.5.Dichloro-4-pvridvlcarboxamidotohenvn-2-r2-(4-(4- 
15 nitroDhenvn-1 -DiDera2invn-3.4-dioxocvclobut-1-envlamino1propanQic 
acid 

1 -(4-Nitrophenyl)pipera2ine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.54min MH+ 639 

20 EXAMPLE 156 

/SU3.f4-f3.5.Dichloro-4-pvridvlcarhnxamido\phenvn-2-f2-butvlamino- 

3.4-dioxocvclobut-1 -enviamino^prnnanoic acid 

Butylamine gave the title compound (3mg) 

HPLC-MS (Conditions B) Retention time 2.37min MH+ 505 

25 

EXAMPLE 1g7 

fSU3.f4.f3.5.Dichloro-4.pvridvlcarboxamidotohenvn-2-(2- 
pftntvlamino-3.4.dloxocvclobut.1 -ftiwlaminotoropanoic acid 

Pentylamine gave the title compound (2mg) 
30 HPLC-MS (Conditions B) Retention time 2.44min MH+ 51 9 

EXAMPLE 158 

fSW3.r4-f3.5.Dichloro-4.pvridvlcarbo Yamido)phenvl1-2-r2-(rRS>-1. 
methvlpropvlaminoW3.4-dio xocvclobut-1-enviamino1propanoic acid 
35 1 -Methylpropylamine gave the title compound (9m'g) 

HPLC-MS (Conditions B) Retention time 2.34min MH* 505 
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FXAMPLE 1S9 

<SU3-r4-f3.5.Dich!oro-4-Dvridvlcarboxamidotohenvll-2.f2- 
isnbutvlaminoU3.4.dioxocvclobut-1-envlaminolDroDanoic acid 

5 Isobutylamine gave the title compound (3mg) 

HPLC-MS (Conditions B) Retention time 2.35min MH* 505 

FXAMPLE 160 

^SW3.r4-f3.5-Dichloro-4.Dvridvlcarboxamido^phenvn-2-r2-fN-methvl-N- 
10 isopropvlaminoU3.4.dioxocvclobut-1-envlaminolDroDanoic acid 
Methylisopropyiamine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.31 min MH+ 505 

EXAMPLE iei 

15 fSl-3.r4-f3.5-Dichloro-4-pvridvlcarboxamidotohenvn-2-r2-(N-ethvl-N- 
methvtamino>-3.4-dioxocvclobut-1.envlamino1propanoic acid 

A/-Ethylmethylamine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 2.26min MH+ 491 

20 EXAMPLE 162 

f<;).3-r4.f3.5-Dichioro.4-pvridvlcarboxamidotohenvn-2-r2-(N-mettivi-N- 
nropvlamino^.3.4.dloxocvciobut.1 ^nvlaminolpropanoic acid 
A/-Methylpropylamine gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.32min MH* 505 

25 

EXAMPLE 163 

fSU3.r4.f3.5.Dichloro-4-Pvridvlcarhoxamidotohenvn-2-<2- 

cvclopropanemethvlamino-3.4-dloxocvclobut-1-envlaminotoropanoic 

acid 

30 Cyclopropanemethylamine gave the title comoound (4mg) 
HPLC-MS (Conditions B) Retention time 2.32min MH"^ 503 

EXAMPLE m 

/SM.r4.f3.5.Dichtoro^-Dvridvlcarboxamidotohenvn-2-f2- 
35 f propvnvlaminoU3.4-dioxocvclohut.1 -enviaminolpropanoic acid 

2-Propynylamine gave the title compound (5mg) 
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HPLC-MS (Conditions B) Retention time 2.26min MM* 487 
FXAMPLE 165 

<j;U3.M.13.S-DichlorQ.4.Dvridvlcarbo»:^mirin\nht.nvn-2.<2- 
5 isoDentvlamino-3.4-dioxocvelobut-1 -ftnvlaminotoroDanoic acid 

Isopentylamine gave the title compound (Img) 

HPLC-MS (Conditions B) Retention time 2.44min MH* 519 

FXAMPLE 166 

10 f5;U3.r4-(3.5-Dichloro.4-Dvrid vlrarboxamido^Dhenvn-2-r2-lfRS)-2- 
mRthvlbutviaminoU3.4-dioxocvciobut.1^nvlamino1propanoic acid 
2-Methylbutylamine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.42min MH* 519 

15 EXAMPLE 167 

rS\.3-r4-f3.5-Dichloro-4-Pvridvlcarbox amiHo\Dhenvn-2-r2-<(RS)-1.3- 
riimi>thvlbutviaminot-3.4-dioxocvr.lobut-1-envlaminolpropanQic acid 

1 ,3-Dimethylbutylamine gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.49min MH* 533 

20 

FXAMPLE 168 

fS\-3.r4-(3.5-Dichloro-4-pvridvlcar hoxamido^phcnvn-2-r2-fN-methvl-N- 
butvlaminoV3.4-dioxocvclobut-1 -gnvlaminolprppanoic acid 
AZ-Methylbutyiamine gave the title compound (3mg) 
25 HPLC-MS (Conditions B) Retention time 2.39m in MH* 519 

FXAMPLE 169 

fSU3.f4.f3.5-Dichloro-4 .pvridvlcarboxamidotehenvn-2.r2-<fRSM- 
methvlbutvlamlno)-3.4-dioxocv rlohiit-1 -envlaminolpropanoic acid 

30 1-Mp.thylbutylamine gave the title compound (3ma) 

HPLC-MS (Conditions B) Retention time 2.41 min MH* 519 

EXAMPLE 170 

f5tU3.r4-(3.S.Dichloro^.pvridvtcarboYannido^phenvn-2^2^i1viamino. 
35 3.4.dioxocvclobut-1-envtaminotoropanoic acid 

Allylamine gave the title compound (3mg) 
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HPLC-MS (Conditions B) Retention time 2.27min MH+ 489 
EXAMPLE 171 

l.<;U3.M-l3.5.Dichloro^.Dvridvlcarboxamidotohenvn-2-r2-(2- 
5 /mPthvlthio^ethvlaminoW3.4.dio^tocvclobiit.1^nvlaminolDropanQic 
acid 

2-(Methylthio)ethylamine gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.30min MH* 523 

10 EXAMPLE 172 

LSW3.r4-f3.5.Dichloro-4.Dvridvlcarboxamldo^Phenvn-2-(2- 
carboxvethvlamino-3.4-dioxocv rlobut-1 ^nvlaminotoropanoic acid 
p-Alanine hydrochloride gave the title comoound (4mg) 
HPLC-MS (Conditions B) Retention time 2.19min MH* 521 

15 

FXAMPLE 173 

(SU3.r443.5-Dichloro-4.Dvridvlca rboxamidotohenvn-2-r2-((SM- 
rarfaoxv-3-methvlbutvlamino\.3.4.dioxocvclobut'1- 
envlaminolpropanoic acid 

20 L-Leucine hydrochloride gave the title compound 0.5mg 
HPLC-MS (Conditions B) Retention time 2.35min MH* 563 

EXAMPLE 174 

L«;U3-r4.l3.5-Dichloro ^.DvridvlcarbnYamido^Dhenvn-2-r2- 
25 <carboxvmethviaminoU3.4-dioxocvnlobut-1-e nvlamino1proDanoic acid 
Glycine hydrochloride gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.19miri MH+ 507 

EXAMPLE 175 

30 fSt-3.r4-f3.5-Dichloro-4-Pvr irivlrarboxamidotohenvn-2-r2-(fS>-1- 
carboxv-2-methvlpropvlamino^3.4-dioxocvclPbUt-1- 
envlaminolpropanoic acid 

L-Valine hydrochloride gave the titiP nnmoound (3mg) 
HPLC-MS (Conditions B) Retention time 2.28min MH+ 549 

35 

EXAMPLE 176 
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(5;).3-rA-<3.5-Dichloro-4-Dvridvlcarboxamido>Dhenvll-2-r2-(fSM- 
rarho»v-2-phenv>ethviamino\.3.A-dioxocvclobuM- 
envlaminolpropanoic acid 

L-Phenylalanine gave the title compound {0.5mg) 
5 HPLC-MS (Conditions B) Retention time 2.38min MH* 597 

FXAMPLE 177 

f<;V3.r4-f3.5-Dichloro-4.pvridvlcarboxamidotohenvn-2-(2-ethvtam}no- 
3 4.dioxocvclobut-1 -envlamino^Dropanoic acid 
1 0 Ethylamlne hydrochloride gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.22min MH* 477 

rrXAMPLE 17? 

^.«;U3.r443S-Dichloro-4.pvridvlcarboxam}dotehenvn-2-r2- 
15 methvlamino-3.4-dioxocvclobut-1 -envlaminolpropanoic acid 

Methylamine hydrochloride gave the title comoound {2mg) 
HPLC-MS (Conditions B) Retention time 2.17 MH+ 463 

EXAMPLE 179 

20 fS\.3-r4-f3.5-Dichloro-4-pvrtdvlcarboxamido)phenvn-2-(2- 

dimethvlamino-3. 4-dioxocvclobut-1 .envlaminolpropanoic acid 
Dimethylamine hydrochloride gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 2.20m in MH* 477 

25 EXAMPLE 180 

(SU3-r443.5-Dichloro.4.pvridvlcar hoxamido>phenvn-2-f2-anilino-3.4- 
dioxocvclobut-1 -envlaminolpropanoic acid 

Derivatised resin (2), (320mg) in DMF (10ml), vt/as treated with 4-anilino-3- 
ethoxy-3-cyclobutene-1 ,2-dione (400mg, 1.86mmol) for 12h at 70° then 
30 filtered and washed with DMF and DCM. The resin was treated with 60% 
trifluoroacetic acid in DCM (1.5ml) for 3h with agitation then filtered. The 
filtrate was evaporated in vacuo to give the crude product which was 
purified by preparative HPLC to afford th e title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.46min MH+ 525 

35 



EXAMPLE 181 
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f5;va-f4-f3.5-Dichloro^ -Dvridvlcarbovamido\nhenvn-2-f2-Dhenvl-3.4- 
^^invftcvclobut-l -envlamino^DroDanoic acid 

By the same method as the compound of Example 180, 3-methoxy-4- 
phenyl-3-cyclobutene-1,2-dione was used to give the title compound 
5 (13mg). 

HPLC-MS (Conditions B) Retention time 2.53min MH+ 510 
FXAMPLE 182 

(5)-3-f4-<3.5-Dichloro-4-Dvridvlc arhoxamidotohenvn-2-(2-meth0XV-3.4- 

10 dioxocvclobut-1-envlamino^Dro panoic acid 

Derivatised resin (3), (120mg) was treated with 60% trifluoroacetic acid in 
DCM (1 .5ml) for 3h with agitation then filtered. The filtrate was evaporated 
in vacuo to give the crude product which viras purified by preparative HPLC 
to afford the title compound (2mg) 

1 5 HPLC-MS (Conditions B) Retention time 2.26min MH+ 465 

FXAMPLE 183 

(,«y).;^.fA.(3 5.Dichloro ^-pvridvlcarboxamido)phenvn-2-(2-«1- 
HprahvdroQuinolvn. 3 4^ioxocvclnhiit.1.envlamino)DropanoiC acid 

20 Decahydroquinoline gave the title comoound (1 mg). 

HPLC-MS (Conditions B) Retention time 2.53min MH* 571 

PXAMPLE 184 

f.«?)-3.M-(3.5.Dichloro-4-pvridvlc3 rhnxamidotohenvn-2-r2-<N-benzvl-N 
25 hiitvlaminoU 3 4^io«ocvriohiit.1^nvlaminolproDanoicacid 
N-Benzylbutylamine gave the title compound (5mg) 
HPLC-MS (Conditions B) Retention time 2.60min MH* 595 

FXAMPLE 185 

30 (<;U3-r4-f3.5-Dichloro-4-p vririvlcarboyamidotohenvn-2-r2-(N-f2- 
rvanoethvH-N-me tt^x/lanriino\-3d.riioxQCVClobut-1- 
t^nylaminolDroDanoic acid 

N-Methyl-beta-alanine nitrile gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.22min MH* 516 

35 

FXAMPLE 186 
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(5tU3.rA.f3.5.Dichloro-4.pvridvlcarbo»amidft\nhenvn.2-r2.<N^2.<2- 
pyridvl^ethvn-N-methvlaminoW3.4-dioxocvclobut-1- 
^nylaminolDropanoic acid 

2-(2-Methylaminoethyl)pyridine gave the title compound (6mg) 
5 HPLC-MS (Conditions B) Retention time 2.03min MH+ 568 

FXAMPLE 187 

f5?U3.r4-f3.5.Dichloro^.pvridvlcarboxaitiido^phenvn-2-r2-f1.2.3.6- 
tfitrahvdro.1 .pvridvH-3.4-dioxocvctobut-1 -envlaminolpropanoic acid 
10 1 ,2,3,6-Tetrahydropyridlne gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.32min MH+ 515 

FXAMPLE 188 

(.qi.3-r4.r3.5.Dichloro^-pvridvlcarboxamidotohenvll-2-r2-(N-methvl- 
15 N.fphenvlethvl^amino)-3.4-dioxocvc lohut-1-envlaininQlpropanoic acid 

N-Methylphenylethylamine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 2.45min MH+ 567 

EXAMPLE 189 

20 (SW3-r4-(3.5-Dich!oro-4-pv ridvlcarboxamido>Phenvn-2-(2-/V./V- 
riibutvlamino-3.4-dtoxocvclobut-1-envlamino^propanoicacid 
Dibutylamine gave the title compound (5mg) 
HPLC-MS (Conditions B) Retention time 2.58min MH* 561 

25 FXAMPLE 190 

/.<;U3.r443.S.Dichioro.4.Dx/ridvlcarboxamido1phenvn-2-f2-f3.3.3- 
trifluoropropvlamin o^.3.4.dioxocvclobut.1-envlaminolpropanoic acid 

3,3,3-Trifluoropropylamine gave the title compound (7mg) 
HPLC-MS (Conditions B) Retention time 2.35min MH+ 545 

30 

FXAMPLE 191 

(5;W3-r4.(3.5-Dichloro- 4-Dvridvlcarboxamidotohenvll.2.r2.f/tf-ethvt-Ay- 
/4.pvridvlmethv»amino\.3 4-dtoxocvciobut.1-envlamino1propanQlc 
acid 

35 4-(Ethylaminomethyl)pyridine gave the titlfi «>mpQund (4mg) 
HPLC-MS (Conditions B) Retention time 2.01 min MH* 568 
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EXAMPLE 192 

f<?l-3.rA-f3.S-Dichloro- 4-DvridvlcarbQxamido)Dhenvn-2-r2-<3- 
thia7Qiidinvn-3.4-dioxocvclobut-1-env laminQ]propanoic acid 

5 Thiazolidine gave the title compound (2mg) 

HPLC-MS (Conditions B) Retention time 2.29min MH* 521 

PXAMPLE 193 

f«?\.3-r4-/3.5.Dichloro -4-Dvridvlcarboxamtdotohenvn-2-f2-(/V-alivl-/V- 
10 mftthviamino^3.4-dioxocvclobut.1 -envtaminolDroDanoic acid 
A/-Methylallylamine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.29min MH+ 503 

EXAMPLE 194 

15 ^S\.3.r4.f3.5.Dichloro.4.pvri dvicarbQxamirio)Dhenvn-2-r2-(N-benzvl-/V- 
mftthvlaminoW3.4-dioxocvclobut-1 -envtaminolpropanoic add 

A/-Benzylmethylamine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.42min MH* 553 

20 EXAMPLE 195 

(SV3-r4-/3.5-Dichloro -4-pvridvlcarboxamido)phenvn-2-(2-N.fV- 
iallviamlno.3.4.dio xocvciQbuM -cnviaminn^propanoic acid 
Diallylamine gave the title compound (5mg) 
HPLC-MS (Conditions B) Retention time 2.39min MH* 529. 

25 

EXAMPLE 196 

(S\-3-r4-(1-lsoauinolvlaminotDh Rnvn.2-f2-/tf itf-diethvlamino-3.4- 
dioxocvciobut-1 -envlamino^propanoic acid 

To the derivatised resin (8). (lOOmg) v^^as added ethanol (1.0ml) and a 1M 
30 solution of diethylamine in DCM (0.7ml). The solution was agitated for 1 8h 
at RT then filtered and vi^ashed thoroughly with DCM. The resin was 
treated with 95% trifluoroacetic acid in DCM (2.0ml) for 3h with agitation 
and then filtered. The filtrate was evaporated in vacuo to give the crude 
product which was purified by preparative HPLC to afford the liUs 
35 compound (2mg). 

HPLC-MS (Conditions B) Retention time 2.0min MH+ 459 
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The following compounds of Examples 197 to 237 were prepared In a 
similar manner to the compound of Example 196, each using the starting 
material shown. For examples where the amine was added as a salt. 1 
5 mol equivalent of DIPEA was also added. 

EXAMPLE 197 

fS)-3-r4-(1-lsoauinolvlamino)phenvn-2-(2-r3-methoxvDroDvlamino)- 
3.4-dioxocvclobut-1-envlamino)propanoic acid 
10 3-Methoxypropylamine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.0min MH*475 

EXAMPLE 198 

fS\.3.r4-(1-lsoauinolvlamino>phenvn.2.f2.f1-Diperidinvn.3.4- 
15 dioxocvclobut-l-enylamino^propanoir acid 
Piperidlne gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.1min MH + 471 

EXAMPLE 199 

20 fS>-3-r4-(Msoauinolvlamino)Dhenvn-2-r2-f1-piperazinvn.3.4- 
dioxocvclobut-1-envlamino1propanoic acid 
Piperazine gave the title comoound (2mg) 
HPLC-MS (Conditions B) Retention time IJmin MH*472 

25 EXAMPLE 2P0 

fS>-3-f4-/1-lsoauinolvlamino>phenvn-2-(2.pentvtamino.3.4- 
dioxocvclobut-1-envlamino>propanoic acid 

Pentylamine gave the title compound (3mg) 

HPLC-MS (Conditions B) Retention time 2.2min MH * 473 

30 

EXAMPLE 2P1 

fSi-3.r4-M-lsoouinolvlamino>phenvlV2.f2.proDvlamino-3.4- 
dioxocvclobuM-envlaminotpropanoic acid 
Propylamine gave the title compound (Img) 
35 HPLC-MS (Conditions B) Retention time 2.0min MH* 445 
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FXAMPLE 202 

l<;\-3-r441.lsoouinQMammotohenvn.2.f2-f1-decahvdroouinolinvn.3.4. 
dioxocvctobut-1-envlamino^Dropanoicacid 

Decahydroquinoline gave the title compound (5mg) 
5 HPLC-MS (Conditions B) Retention time 2.2min MH* 525 

EXAMPLE 203 

fS^3-r4.(1.lsoQuinolvlamino^ phenvn.242.fN .ethvl.N.f4. 
Pvridvlmethvl)amino1-3.4-dioxocvclobut.1-enviamino^DroDanoic acid 
1 0 4-(Ethylam inomethyl)pyridine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 1.8min MH* 522 

EXAMPLE 204 

f5;\-3-r4-H-lsoauinolvlamino^Dhenvr|-2-f2-tert-biJtvlamino-3.4- 
15 dioxocvclobut-1 -envlaminotoropanoic acid 
Tert-Butylamine gave the title compound (1 mg) 
HPLC-MS (Conditions B) Retention time 2.1min MH* 459 

EXAMPLE 205 

20 fS)-3-r4-M-lsoauinoivlaminotphenvlV2-(2^vclobutvlamino-3.4. 
dloxocvclobut-1 -enviamino^propanoic acid 
Cyclobutylamine gave the title compound (1mg) 
HPLC-MS (Conditions B) Retention time 2.1min MH* 457 

25 EXAMPLE 206 

fS\-3-f4-(1-lsoouinolviamino^phenviV2-/2-thiomorpholino.3.4- 
dtoxocvclobut-1-envlamino>propanoicacid 

Thiomorphoiine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2. 1m in MH* 489 

30 

EXAMPLE 207 

fSW3.r4-(1-isoauinolvlamino^phenvl^2W2-allvlamino.3.4. 
dioxocvclobut-1-enviaminoteropanoicacid 
Allylamine gave the title compound (O.Smg) 
35 HPLC-MS (Conditions B) Retention time 2.0min MH* 443 
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EXAMPLE 208 

ISU3-^-f1.lsoauinolvlaminQtehenvn-2-r2-(/tf.benzvUAy.methvlaminoW 
3.A-dioxocvclobut.1-envlaminolDroDanoic acid 

A/-Benzylmethylamine gave the title compound (5mg) 
5 HPLC-MS (Conditions B) Retention time 2.2min MH* 507 

EXAMPLE 209 

fSW3-r4-M.lsoauinolvlamino^phenvn-2-(2-cvclohexvlamino-3.4- 
dioxocvclobut-1-envlamino^propanoic acid 
1 0 Cyclohexylamine gave the title compound (3mg) 

HPLC-MS (Conditions B) Retention time 2.2min MH+ 485 

EXAMPLE 210 

fSU3.r4-f1-isoauinolvlanninotohenvn-2-f2.ben7vlamino-3.4- 
15 dioxocvclobut-1 -envtamino^propanoic acid 

Benzylamine gave the title compound (2mg) 

HPLC-MS (Conditions B) Retention time 2.1min MH+ 493 

EXAMPLE 211 

20 fSU3-r4-n-lsoauinolvtamino)Dhenvn-2-r2-r3-(dimethvlamino> 
propvnamino-3.4-dioxocvclobut-1 -envlamino^proDanoic acid 
3-(Dimethylamino)propylamine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 1 Jmin MH* 488 

25 EXAMPLE 212 

fSV3.f4-f1-lsoauinoivlaminotohenvr|.2-r2-f2-pvridvlmethvl^amino-3.4- 
dioxocvctobut-1-envlamino1propanoicacid 

2- (Aminomethyl)pyridine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 1.9min MH* 494 

30 

EXAMPLE 213 

fS).3-r4-M-lsoQuinolviamino^phenvn-2.r2.f3-pvridvlmethvi)amino-3.4- 
dioxocvclobut-1 -envlaminolpropanoic acid 

3- (Amlnomethyl)pyridine gave the title compound (Img) 
35 HPLC-MS (Conditions B) Retention time 1 .8min MH* 494 
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EXAIVIPLE 214 

f5?).3-r4W1-lsoauinolvlaminotehenvn-?-r2-f4-DvridvlmethvnarTiino-3.4. 
riioxocvclobuM-envlaminolDroDanoic acid 
4-(Aminomethyl)pyridine gave the title compound (5mg) 
5 HPLC-MS (Conditions B) Retention time 1 .8min MH* 494 

FXAMPLE 215 

(5?U3-f4-M-lsoauinol vlamino)phen vl1-2.r2-f2-fbenzvlthio1ethvlamino)- 
3 4.riioxocvclobut.1-envlaminolproDanoic acid 

1 0 2-(Benzylthio)ethylamine hydrochloride gave the title compound (4mg) 
HPLC-MS (Conditions 8) Retention time 2.2min MH* 553 

EXAMPLE 21g 

(«;U3-r4-f1.lsoouinolvlamino\phenvn-2.<2-dimethvlamino-3.4- 
15 riioxocvclobut-l-envlaminoteropanoic acid 
Dimethylamlne gave the title compound (24mg) 
HPLC-MS (Conditions B) Retention time 1.9min MH*431 

EXAMPLE 217 

20 <SW3-f4-f1-lsoQuinolvlamino^phenvn-7-/?-momholino.3.4. 
dioxocvclobut.1 ^nvlamino^propanoic acid 

Morpholine gave the title compound (3mg) 

HPLC-MS (Conditions B) Retention time 2.0m in MH* 473 

25 EXAMPLE 218 

fS\.3-r4.M-lsoQuinolviaminotDhenvn-2.r2-IN.methvl-N-butvlaminoW 
3.4.dioxocvclobut.1 -envlaminoloropanoic acid 

N-Methylbutylamine gave the title compound (5mg) 
HPLC-MS (Conditions B) Retention time 2.2min MH* 473 

30 

EXAMPLE 219 

fS>-3-f4-(1-lsoauinolvlamino^phenvn-2-l2-r(RSW2-methvlbutvlamino1- 
3.4-dioxocvclobut-1-envlamino>nroDanoic acid 
2-Methylbutylamine gave the title compound (4mg) 
35 HPLC-MS (Conditions B) Retention time 2.2min MH* 473 
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gXAMPLE 220 

(SW3-r4-(1-lsoauinolvlamino>nhf.nvn-2-f2-butvlamino-3.4- 
dioxocvctobut-1-envlaminn> proDanoicacid 
Butylamine gave the title compound (4mg) 
5 HPLC-MS (Conditions B) Retention time 2.2min MH* 459 

EXAMPLE 221 

fS)-3-f4-f1-lsoQuinolvlamino>DhenvlT-2^2.rfRSM.3. 
dimethvlbutvlammo1-3.4-dioxocvclobut-1-envlaminolDroDanoicacid 
10 1 ,3-Dimethylbutylam ine gave the title compound (5mg) 
HPLC-MS (Conditions B) Retention time 2.3min MH+ 487 

EXAMPLE 222 

fS>-3-r4-f1-lsoauinolvlamino)phenvlV2.f2-fA/.methvl-A/- 
15 isoproPvlamino)-3.4-dioxocvclobut.1.envlamino1proDanoic acid 

Methylisopropylamine gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.1min MH+ 459 

EXAMPLE 223 

20 fS).3-r4-M-tsoQuinolvlaminotphenvn.2.^2-r/ffSW1-methvlbutvlamino1. 
3.4-dioxocvclobut-1 -cnvlamino^propanoic acid 
1-Methylbutylamine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 2.2mln MH+ 473 

25 EXAMPLE 224 

fS1-3-f4-(1»lsoauinolvlamino>phenvn.2-f2-tsobutvlamino-3.4- 
dloxocvclobut-1 •enviaminotpropanoic acid 

Isobutylamine gave the title compound (4mg) 
HPLC-MS (Conditions B) Retention time 2.1min MH*459 

30 

EXAMPLE 22? 

fSU3-r4-(1-lsoauinolvlamino^phenvn.2.r2.dipropviamino.3.4. 
dioxocvclobut.1.envtamino^propanoie acid 

Dipropylamine gave the title compound (4mg) 
35 HPLC-MS (Conditions B) Retention time 2.2min MH+ 487 
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gXAMPLE 226 

fSU3.r4-(1-lsoauinolvlaminotphenvn.2.f2.f<ffS\-2.methvlDroDvlamino]. 
3.4-dioxocvclobut-1-envlamino^propanoic acid 
1-Methylpropylamine gave th e title compound (4mg) 
5 HPLC-MS (Conditions B) Retention time 2.1min MH+ 459 

EXAMPLE 227 

fSU3-r4-(1-lsoauinolvlamino\Dhenvn.2.r2.fA/-ethvl-A/.methvlaminoW 
3.4-dioxocvclobut-1 ^nvlaminolproDanoic acid 
10 N-Ethvlmethvlamlne gave the title compound (1ma) 

HPLC-MS (Conditions B) Retention time 2.0min MH+ 445 

EXAMPLE 228 

fS\-3-r4-f2.3.4-Trimethoxvben70vtamino^DhenvlV2-(2-DroDvlamino.3.d. 

15 dioxocvclobuM-envlamino^propanoicacid 

To the derivatised resin (5). (120mg) was added DCM (5ml), DIPEA 
(0.1ml, 0.6mmol) and 2,3,4-trimethoxybenzoyl chloride (138mg, 0.6mmol). 
The solution was agitated for 12h at RT then filtered and washed 
thoroughly with DCM. The resin was treated with 60% trifluoroacetic acid 

20 in DCM (1.5ml) for 3h with agitation and then filtered. The filtrate was 
evaporated in vacuo to give the crude product which was purified by 
preparative HPLC to afford the title comoound (0.5mg). 
HPLC-MS (Conditions B) Retention time 2.34mln MH* 512 

25 The following compounds of Examples 229 to 241 were prepared in a 
similar manner to the compound of Example 228, each using the starting 
material shown. 

EXAMPLE 229 

30 fSU3-r4-r2.4-Dimethoxv ben20vlamin otohenvn-2-f2-DroDvlamino-3.4. 
dioxocvclobut-1-envlamino>propanoic acid 
2,4-Dimethoxybenzoylchloride gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.41 min MH* 482 



35 EXAMPLE 230 
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t.«t\.3.r4-f4.Bromobenzovlamino^Dhenvn.2.(2-DroDVlamino-3.4. 
ritnxocvclobut-1 -envlamino^DroDanoic acid 

4-Bromobenzoylchloride gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.49min MH* 500 

5 

FXAMPLE 231 

f5;)-3-r4-f2-Thienvlcarbonvlamino\Dhenvn-242-DroDvlamino.3.4- 
dioxocvclobut-1 -envlamino)proDanoic acid 
Thiophene-2-carbonylchloride gave the trtle compound (0.5mg) 
1 0 HPLC-MS (Conditions B) Retention time 2.31 min MH+ 428 

EXAMPLE 232 

fS^-3.r4-/trans~Cinnamovlamino^phenvn-2-f2-DroDvlamino-3.4- 
dioxocvclobut-1-envlaminotpropanoicacid 

1 5 trans-Cinnamoylchloride gave the title compound (1 mg) 
HPLC-MS (Conditipns B) Retention time 2.44min MH* 448 

EXAMPLE 233 

f«;>-3-r4-fPhenvtacetvtamino^phenvn-2-(2-propvlamino-3.4- 
20 dioxocvclobut-1.envlamino^propanoic acid 

Phenacetylchlpride gave the title compound (0.5mg) 
HPLC-MS (Conditions B) Retention time 2.34min MH* 436 

EXAMPLE 234 

25 fSU3.r4-f2.6-Dichlorobenzov!amino>Dhenvil-242-DroDvlamino-3.4- 
dioxocvclobut-1 -enviamino^propanoic acid 

2,6-Dichlorobenzoylchloride gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.39min MH+ 490 

30 EXAMPLE 235 

(SU3.f4-f2.6-Dimethvlbenzovlaminotnhenvn.2-r2-DroDvlamino-3.4- 
dioxocvciobut-1 -enviamino^proDanoic acid 
2,6.Dimethylbenzoylchloride gave the title compound (1 ma) 
HPLC-MS (Conditions B) Retention time 2.38min MH* 450 

35 

EXAMPLE 236 
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fSV3-r4-fBenzvloxvacetvlaminQ\phenvtV2.f2-propvlamino.3.4. 
dioxocvctobut-1 -envlaminoinropanoic acid 
Benzyloxyacetylchloride gave the title compound (Img) 
HPLC-MS (Conditions B) Retention time 2.41 min MH* 466 

5 

EXAMPLE 237 

fS>-3-r4-(4-Cvanobenzovlamino>phenvn-2-(2-DroDv>amino.3.4- 
dioxocvclobut-1 -envlamino^proDanoic acid 

4-Cyanoben2oylchloride gave the title compound (1mg) 
10 HPLC:MS (Conditions B) Retention time 2.33min MH* 447 

EXAMPLE 238 

fSW3.r4-<6.Chloro.3.Dvridvlcarboxamldo\phenvl1-2./2-DroDvlamino. 
3.4-dioxocvclobut-1 -envlaminoteropanoic acid 

1 5 67Chloronicotinylchloride gave the title compound ( 1 mg) 
HPLC-MS (Conditions B) Retention time 2.3min MH+457 

EXAMPLE 2?9 

fSU3-r4-if2-Chloro-3-pvridvlcarboxamido^phenvn-2-(2-propvlamino- 
20 3.4-dioxocvclobut-1 -envlamino^propanoic acid 

2-Chloronicotinylchloride gave the title compound (0.5mg) 
HPLC-MS (Conditions B) Retention time 2.18min MH* 457 

EXAMPLE 240 

25 (S)-?-r4-(2'Flviorgl?gnzQYlammp)phgnyll-2-{2-pr9PYlaminP"?.4- 

dioxocvciobut-1 -enviamino)proDanoic acid 

2-Fluorobenzoylchloride gave the title compound (1mg) 
HPLC-MS (Conditions B) Retention time 2.33min MH* 440 

30 EXAMPLE 241 

fSU3-r4-f3.4-Dimethoxvben7ovlaminotehenvn.2^2-DroDviamino-3.4. 
dioxocvclobut-1 -envl amino^oroDa noic acid 
3,4-Dimethoxybenzoylchloride gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.28min MH* 482 

35 

EXAMPLE 242 
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^j;U3.r444.MethoxvDhenoxvcarbonvlamino\phenvn-2-(2-PrODVlamino- 
7,4.riioxocvclobut-1 -envlamino^propanoic acid 

To the derivatised resin (5), (120mg) was added 1,4-dioxan (4.5ml). 
DIPEA (0.2ml, 1.2mmol), water (0.5ml) and 4-methoxyphenylchloroformate 
5 (0.2ml, 0.6mmol). The solution was agitated for 12h at RT then filtered 
and washed thoroughly with DCM. The resin was treated with 60% 
trifluoroacetic acid in DCM (1.5ml) for 3h with agitation and then filtered. 
The filtrate was evaporated in vacuo to give the crude product which was 
purified by preparative HPLC to afford the title compound (2mg). 
1 0 HPLC-MS (Conditions B) Retention time 2.42min MH* 468 

The following compounds of Examples 243 to 246 were prepared in a 
similar manner to the compound of Example 242, each using the starting 
material shown. 

15 

FXAMPLE 243 

/5;u3-r4-f4-Methvlphenoxvcarbon vlamino^phenvn-2-f2-propvlamino- 
3 4-dioxocvclobut-1-envlamino)propanoic acid 
p-Tolylchloroformate gave th e title compound (0.5mg) 
20 HPLC-MS (Conditions B) Retention time 2.50min MH* 452 

FXAMPLE 244 

(5;)-3-r4-f4-Fluorophen oxvcarbonvlaminotohenvn-2-(2-PrQPVlammo- 
3 4-dioxocvclobut.1 -envlamino^pronanoic acid 

25 4-Fluorophenylchloroformate gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.45min MH* 456 

FXAMPLE 245 

(S\-3-r4-fPhenoxvca rbonviamino^phRnvn-2-(2-propvlamino-3.4- 
30 riioxocvciobut-1 -envlaminntpmnanoic acid 

Phenylchloroformate gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.42min MH* 438 

EXAMPLE 24g 

35 /5?U3.r444-Nitroben2vloxvc arhonvlaminotohenvn.2.f2-propvlamino- 
3 4.dioxocvclobut-1 -envlamino}prnpanolc acid 
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4-Nitrobenzylchloroformate gave the title compound (Img) 
HPLC-MS (Conditions B) Retention time 2.47min MH+ 497 

EXAMPLE 247 

5 fSW3>M-Benzovlphenvl^>2>f2>propviamino-3.4>dioxocvclobuM- 

gnylaminQlprgpanpic aci^l 

To the derivatised resin (9). {200mg) was added ethanol (1.6ml), DCM 
(0.4ml) and propylamine (0.08ml, 1mmol). The solution was agitated for 
12h at RT then filtered and washed thoroughly with DCM. The resin was 
10 treated with 95% trifluoroacetic acid in DCM (2.0ml) for 3h with agitation 
and then filtered. The filtrate was evaporated in vacuo to give the crude 
product which was purified by preparative HPLC to afford the liUg 
compound (4mg). 

HPLC-MS (Conditions B) Retention time 2.4min MH* 407. 

15 

The following compound of Example 248 was prepared in a similar manner 
to the compound of Example 247 using the starting material shown. 

EXAMPLE 24g 

20 fSW3-f4>BenzovlPhenvl\-2^2>morpholino-3.4>dioxocvclobuM> 

enYlaminp)prppanpig acid 

Morpholine gave the title compound (5mg) 

HPLC-MS (Conditions B) Retention time 2.3min MH+ 435 

25 EXAMPLE 249 

(S\>3-f4-f1-lsoquinotvlcarboxamtdo^phenvn-2-f2-Dropvlamino-3.4- 

di9X9CYC[9t?MM-9nYlaminQ)pr9pan9ig aci<< 

A slurry of derivatised resin (5) (prepared from Wang resin (0.7mmol/g), 
100mg) in DCM (5ml) was treated with 1-isoquinoline carboxylic acid 

30 (56mg, 0.30mmol), DIEA (45|il, 0.25mmol) and [0-(7-azaben20triazol-1- 
yl)-1 , 1 ,3,3-Tetramethyluronium-hexafluorophosphate] (HATU) (95mg. 
0.25mmol). The mixture was agitated for 16h at RT then filtered and 
washed thoroughly with DCM. DMF, MeOH, DMF then DCM. The resin 
was treated with 50% trifluoroacetic acid in DCM (5ml) for 3h with agitation 

35 and then filtered. The resin was washed with a further portion of DCM 
(5ml). The combined filtrate was evaporated in vacuo to give the crude 
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product which was purified by preparative HPLC to afford the title 
compound (7.3mg). 

HPLC-MS (Conditions B). Retention time 2.47min. MH+ 473 

5 The following compounds of Examples 250 to 281 were prepared in a 
similar manner to the compound of Example 249, each using the starting 
material shown. 

EXAMPLE 250 

10 («;^-3-/4-r2-Ben2o(btfuranvlcarboxamidolDhenvn.2.(2-DroDvlamino- 
3 4-dioxocvclobut-1 -envlaminotpropanoic acid 
2-Benzo(b)furancarboxyllc acid gave the title compound (4.0mg) 
HPLC-MS (Conditions B). Retention time 2.45min, MH+ 462 

15 EXAMPLE 2$1 

fS)-3-f4-(4-Methoxv.2-quinolvlcarboxamidotohenvn-2-(2-Dropvlannino- 
3.4-dioxo cvclobut-1-envlamino^propanoic acid 

4-Methoxy-2-quinolinecarboxylic acid gave the title comoound {5.3mg) 
HPLC-MS (Conditions B). Retention time 2.59min, MH+ 503 

20 

EXAMPLE 252 

(5;U3-f4-r4-Oxo-4. 5. 6. 7.-tetra hvdroben2ofbtfuran-3-vlcarboxamido1 
phenvtl-2-f2-propvlamino-3.4-diDxocvclobut-1-envlamino>propanoic 

25 4-0x0-4, 5, 6, 7-tetrahydrobenzo(b)furan-3-carboxylic acid gave the liilg 
compound (8.2mg) 

HPLC-MS (Conditions B). Retention time 2.37min. MH* 480 
EXAMPLE 253 

30 fSW3.r4-f2-M-PvrrolvH-5-Pvridvlcarboxamido^phenvn-2-f2- 
propvlamino-3.4.dioxocvclo buM-envlamino^propanoic acid 

2-(1-Pyrrolyl)-5-pyridinecarboxylic acid gave the title compound (1.7mg) 
HPLC-MS (Conditions B). Retention time 2.45min, MH+ 488 



35 



EXAMPLE 254 
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f5t\.3.r4-f3-lndazolvlcarboxamido)phenvn-242^roDvlamino-3.4- 
riinyncvclobuM-envl amino)propanoic acid 

3- lndazoIecarboxylic acid gave the title compound (S.Omg) 
HPLC-MS (Conditions B). Retention time 2.34min, MH+ 462 

5 

EXAMPLE 255 

f<;W3.r4-(4-Fluorobenzovlamino)Dhenvn-2-<2-proDvlamino-3.4- 
dioxocvctobuM-envl aminotpropanoic acid 

4- Fluoroben2oic acid gave the title compound {3.7mg) 

10 HPLC-MS (Conditions B). Retention time 2.37min. MH* 440 

EXAMPLE 2$g 

rS\.3.r4-f4.Methexvben70viamino\nhenvn.242Hiropvlamino-3.4- 
dioxocvclobut-1 -envtamino^propanoic acid 

1 5 4-Methoxybenzoic acid gave the title compound (0.3mg) 

HPLC-MS (Conditions B). Retention time 2.34mln. MH* 452 

EXAMPLE 257 

fS^-3-r4-(4-Acetamidoben2ovlamino)phenvn-2-(2-propvtamino-3.4- 
20 dioxocvclobut-l-envlamino^Dropanoic acid 

4-Acetamidot)enzoic acid gave the title compound (3.7mg) 
HPLC-MS (Conditions B). Retention time 2.16min, MH+ 479 

EXAMPLE 258 

25 fSI-3-r4-f4-A cetvibenzovla mtno\phenvn-2-f2-propvtamino-3.4- 
dioxocvctobut.1-envi amino^propanoic acid 

4-Acetylben20ic acid gave the title compound (2.0mg) 
HPLC-MS (Conditions B). Retention time 2.28min, MH* 461 

30 EXAMPLE 259 

fS^-3.r4-f4-Nitrobenzovlamino>n henvl1.2-f2-proPviamino.3.4- 

dioxocvciobut-1-envl aminotoropanoic acid 
4-Nitrobenzoic acid gave the title compound (A.Zma) 
HPLC-MS (Conditions B). Retention time 2.39min, MH+ 467 

35 

EXAMPLE 260 
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f5?)-3-{4-r4-f4-HvdroxvphenvnbenzovlaminolDhen v1V2-f2- 
propvlamino-3.4-dioxonvnlo but-l^nvlamino^DroDanoic acid 
4-Hydroxybiphenyl carboxylic acid gave the title compound (0.8mg) 
HPLC-MS (Conditions B). Retention time 2.36min, MH+ 514 

5 

EXAMPUE 2g1 

fSU3.r4-f4.Cvanoben7ovtaminolDhenvn.2-f2-DroDvlamino-3.4- 
dioxocvclobut-1-envl amino^propanoic acid 

4-Cyanoben2oic acid gave the title compound (6.5mg) 
10 HPLC-MS (Conditions B). Retention time 2.32min. MH+ 447 

EXAMPLE 262 

f.qU3-r4-f4.Trifluoromethvlbenzoviamino\phenvn-2-f2-ProPVlamino- 
3.4-dioxocvclobut-1-envlaminotoropanoic acid 
1 5 4-Trifluoromethylbenzoic acid gave the title compound (5.4mg) 
HPLC-MS (Conditions B). Retention time 2.55min, MH* 560 

EXAMPLE 2g3 

f<?1.3.r4^/V-Oxo^.pvri dvlcarboxamido\phenvn-2-f2-proDvlamino-3.4- 
20 dioxocvclobut-1-envl amino^propanoic acid 

4-Pyridyl-/\/-oxide carboxylic acid gave the title compound (4,7mg) 
HPLC-MS (Conditions B). Retention time 1.97min, MH+ 439 

EXAMPLE 264 

25 /5?U3.f4-/2. 6.Dichloro-3.pvridvicarboxamidotohenvn-2-<2- 
propvlamino.3.4-dioxocvclobut.1-envlaminotoropanoic acid 

2, 6, Dichloronicotlnic acid gave the title compound (4.7ma) 
HPLC-MS (Conditions B). Retention time 2.31 min. MH+ 493 

30 EXAMPLE 2gg 

f5;W3.r4.f2.fMethoxvcarhonvMben?ovlamino)Phenvn-2-f2- 
propvlamino-3.4-dioxocvcio hut.1-envl amino^propanoic acid 

2-Methoxycarbonylbenzoic acid gave the title compound (3.4mg) 
HPLC-MS (Conditions B). Retention time 2.28min, MH* 480 

35 

EXAMPLE 266 
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(S^3-r4-r5-IVIethvl-2-ftrifluoromethv».3.furanvicarboxamidolDhenvl\.2. 
(2-proPVlamino-3.4-dioxocvclobut.1.envtamino>DroDanoic acid 
5-Methy!-2-{trifluoromethyl)-3-furancarboxylic acid gave the title compound 
(5.6mg) 

5 HPLC-MS (Conditions B). Retention time 2.48min, MH+ 494 
EXAMPLE 267 

fS)-3-r4-f2-Acetvl-3.thienvlcarboitamido^phenvn.2-f2.DroDviamino.3.4. 
dioxocvclobut.l-envlamino^prnnanoip.arirt 
1 0 2-Acetyl-3-thiophenecarboxylic acid gave the title compound (5.2mg) 
HPLC-MS (Conditions B). Retention time 2.28min, MH+ 470 

EXAMPLE zee 

(S)-3-f4-r(/?1.2-Oxothiazolidin-4.vicarboxamido1phenv»-2W2- 
15 propvtamino-3.4-dioxo cvclobuM-ftnvlamino^propanoic acid 

{R)-2-Oxothia2olidine-4-carboxylic acid gave the title compound (5.4mg) 
HPLC-MS (Conditions B). Retention time 2.07min, MH* 447 

EXAMPLE 2W 

20 fS>-3-r4-(4-Nitro-3-Dvra2olvlcarboxamidotohenvi].242.propviamino- 
3.4-dioxocvclobut-i-cnvia minotoropanoic acid 

4- Nitro-3-pyrazolecarboxylic acid gave the title compound (S.Omg) 
HPLC-MS (Conditions B). Retention time 2.14min, MH+ 457 

25 EXAMPLE 270 

(S)-3-r4-f5-Chloro-2-thienvlcarboxamido>phenvlV2-f2^ropvlamino- 
3.4-dioxocvclobut-1 -envlaminoteropanoic acid 

5- Chloro-2-thiophenecarboxylic acid gave the title compound (5.3mg) 
HPLC-MS (Conditions B). Retention time 2.48min, MH* 462 

30 

EXAMPLE 271 

fS>-3-r4-n-Methvl-5-nitro.4-pvrazolvlcarboxamidotohenvn-2-f2- 
propviamino-3.4-dioxocvciobut-1 .enviamino^propanoic acid 
1-Methyl-5-nitro-4-pyra2olecarboxylic acid gave the title compound 
35 {6.1mg) 

HPLC-MS (Conditions B). Retention time 2.23min, MH+ 471 
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eXAMPLE 272 

fS\-3-f4-f2-Furoviamino^DhenvlV2-/2-Dropvlamino-3.4-dioxocvclobut- 
l^nvlaminot propanoic acid 

5 2-Furoic acid gave th e title compound (3.7mg) 

HPLC-MS (Conditions B). Retention time 2.23min, MH+ 412 

EXAMPLE 273 

f j?>-3-r4.f2. 4-Dimethvl-5.thia70lvlcarboxamido^Dhenvl1-2-f2- 
10 propvlamino-3.4.dioxo cvclobuM-envtamino^DroDanoic acid 

2. 4-Dimethyl-5-thia20lecarboxylic acid gave the title compound f4.2ma^ 
HPLC-MS (Conditions B). Retention time 2.18min, MH* 457 

EXAMPLE 274 

15 (SI-3-f4-f1. 2 . 3-thiadia?ol-4-vlcarboxamido>phenvn.2-f2-propvlamino- 
3.4-dioxo cvclobut-1-envlamino^propanoic acid 
1 , 2, 3. Thiadia2ole-5-carboxylic acid gave the title compound (4.9mg) 
HPLC-MS (Conditions B). Retention time 2.20min, MH* 430 

20 EXAMPLE 275 

fSW3.r4.f2.Thienvlcarboxamido^phenvn-242.propvlamino.3.4. 
dioxocvclobut-1-envtamino\propanoic acid 

2-Thlophenecarboxylic acid gave the t jtle compound (5.0mg) 
HPLC-MS (Conditions B). Retention time 2.31 min, MH+ 428 

25 

EXAMPLE 276 

^SW3.r4-f2-Pvrazinvlcarboxamido^phenvn-2-f2-proPViamino-3.4- 
dioxocvclobut-1-envi amino^oropanoic acid 

2-Pyrazinecarboxylic acid gave the title compound (4.2mg) 
30 HPLC-MS (Conditions B). Retention time 2.16min, MH+ 424 

EXAMPLE 277 

(S).3.f4.rf2.FurvitoxalviaminoTphcnvn-2-f2-propvlamino-3.4- 
dioxocvclobuM-enviamino^prnpanoicacid 

35 a-Oxo-2-f uranacetic acid gave the title compound - (4 . 8mg ) 
HPLC-MS (Conditions B). Retention time 2.3min, MH+ 440. 
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FXAMPLE 278 

(.<;u3.r4-f3.Methvl.2.thienvlcarboxamido^Dhenvn.2.<2-Dropvlammo- 
3 4.dioxocvclo but-1-en vlamino^nronanoic acid 

5 3-Methyl-2-thiophenecarboxylic acid gave the title compound (2.0mg) 
HPLC-MS (Conditions B). Retention time 2.37min. MH+ 442 

EXAMPLE 279 

f 5?U3-r4.M-Methvl-1 . 2. 3-thiadiazol -S-vlcarboxamido>Dhenvn-2.(2- 
10 proovlamino-3.4-dioxocvclobuM-cnvlaminoteroDanoic acid 

4- Methyl-1 , 2, 3-thiazole-5-carboxylic acid gave the title compound (4.0mg) 
HPLC-MS (Conditions B). Retention time 2.24min, MH+ 444 

EXAMPLE 280 

15 ^«?U3■f4-^5-Phenv^-4-oxazoivlcarboxamido^phenvn-2-f2-Dropvlamino- 
3 4.dioxocvcio but-1-envlamino\propanoic acid 

5- Phenyl-4-oxa2olecarboxylic acid gave the title comoound (5.9mg) 
HPLC-MS (Conditions B). Retention time 2.51 min, MH* 489 

20 EXAMPLE 281 

/«;U3-r4-f3.Methvl-5-trifluoromethvl^.isoxa2olvlcarboxamidotohenvn- 
242-proPvi amino-3.4-dioxocvciobut.1-enviaminotoropanolc acid 
3-Methyl-5-trifluoromethyl-4-isoxa2olecarboxylic acid gave the litte 
compound (5.8mg) 

25 HPLC-MS (Conditions B). Retention time 2.43min. MH+ 495. 

The following compounds of Examples 282 to 323 were prepared in a 
similar manner to the compound of Example 105, using derivatised resin 
(4) and the starting material shown. For examples where the amine was 
30 added as a salt 1 moi equivalent of DIPEA was also added. 

EXAMPLE 282 

rffj;U3.r443.5.DichlorQ^-Pvridvlcarbnxamidotohenvn.3.f2-f2- 
moroiiolinoethvlaminoW3.4.dioxocvrlobut-1.envlaminolproDanoic 
35 acid 

A/-(2-Aminoethyl)morpholine gave the tl^je comoound (2mg) 
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HPLC-MS (Conditions B) Retention time 1.98min MH* 562 
EXAMPLE 29? 

<PS)-3-r4-f3.5-Dichloro-4-DvridvlcarboxamidolDtienvn-3-r2-(2- 
5 Diperidinoethvlamino>-3.4-dioxocvclobut-1-envlaminolDroDanoic acid 

1-(2-Aminoethyl)piperidine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.02min MH* 560 

EXAMPLE 284 

10 fffSU3-r4^3.S.Dichloro-4.pvridvlcarboxamidQtohenvn-3-r2-f3-f2. 
oxoDvrrolidin.1 .vhDroDvlaminoW3.4. dioxocvclobut-1 -envlaminol 
propanoic acid 

1- (3-Aminopropyl)-2-pyrrolidinone gave the title compound (Img) 
HPLC-MS (Conditions B) Retention time 2.14min MH+ 574 

15 

EXAMPLE 285 

(ffS).3.r4-/3.5-Dichloro-4.pvridvlcarboxamido)phenvn-3-r2-f3-(1- 
imidazolvnDropviamino\-3.4-dioxocvclobut-1-envlaminolproDanoic 

mad 

20 N-(3-Aminopropyl)imida2ole gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 1.98min MH* 557 

EXAMPLE 286 

fffS\-3-r4-f3.5-Dichloro-4-pvridvicarboxamidotohenvn-3-r2-f1-benzvl- 
25 4-piperidinvlanriino^-3.4-dioxocvclobut-1-enviaminolpropanoic acid 

4-Amino-1-benzylpiperidine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 2.13min MH* 622 

EXAMPLE 287 

30 f/?S>-3-r4-f3.5-Dichloro-4-Dv ridvlcarboxamldo>phenvn-3-r2-(2- 

pvridvlmethvlaminoU3.4-dioxocvclobut-1-envlaminolDropanoic acid 

2- (Amlnomethyl)pyridine gave the title compound (6mg) 
HPLC-MS (Conditions B) Retention time 2.17min MH* 540 



35 



EXAMPLE 288 
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fP.«;U3-r443.5-Dichloro^.Dvridvlcarfaff^^^Tpiirin\nhenvn-3.r2-f3- 
nvririvlmethvlaminoU3.4.dio»ocyrlohiit.l^nvlaminolDroDanoic acid 
3-{Amlnomethyl)pyridine gave the title compound (3mg) 
HPLC-MS (Conditions B) Retention time 2.07min MH* 540 

5 

EXAMPLE 289 

/PSU3.r4-f3.5-Dichloro-4-pvridvlcart>oxamido>phenvl1-3-r2-(3.3- 
riimethvlbutvlamino\.3 4.dioxocvclobut.1.envlamino1propanoic acid 

3,3-Dimethylbutylamlne gave the title comoound (3mg) 
1 0 HPLC-MS (Conditions B) Retention time 2.45min MH+ 533 

EXAMPLE 290 

fl?«?^-3-r4.f3.5.Dichlor o-4.pvridvlcarb oyamidotehenvn-3-r2-f3.4- 
dirhlorobenzvlaminoK3.4-dioxocvclobut-1-finviamino1proDanoic acid 
1 5 3,4-Dichlorobenzylamine gave the title comoound (4mg) 
HPLC-MS (Conditions B) Retention time 2.51 min MH+ 607 

EXAMPLE 291 

(/?S^-3.r4-f3.5-Dichloro-4-Pvridvlcarb oyamido^phenvn-3-r2-(2-(1- 
20 pipera2inv»ethvlaminoW3.4-dioxoc\/clobut-1.cnvlaminolDropanoic 
acid 

N-(2-Aminoethyl)pipera2ine gave the title compound (1mg) 
HPLC-MS (Conditions B) Retention time 1.97min MH+ 561 

25 EXAMPLE 292 

fPSU3.r4.f3.S-Dichloro-4-pvridvlcarhoyamidotohenvn-3-f2- 
isopropvlamino-3.4-dioxocvclobut-1 -envlaminotoropanoic acid 

Isopropylamine gave the title compound (Imo) 
HPLC-MS (Conditions B) Retention time 2.25min MH+ 491 

30 

EXAMPLE 293 

f/?St-3-r4-f3.5-Dichloro-4-Pvridvlcarboxamidotphenvn-3-f2- 
propviamino-3.4-dioxocvclobut-1-envlaminotpropanoic acid 
Propylamine gave the title comoound (2mg) 
35 HPLC-MS (Conditions B) Retention time 2.25min MH+ 491 
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PYAMPLg 294 

fP5?W3.r4-f3.S-Dichloro^-Dvridvlcarboxamido^phenvn-3-f2-fgit. 
hiifvlamino~3.4-dioxocvclobut.1-envlamino\DroDanoic acid 

Tert-Butylamine gave the title compound (0.5mg) 
5 HPLC-MS (Conditions B) Retention time 2.33min MH+ 505 

EXAMPLE 295 

fP<;U3.r4-(3.5-Dichtoro^-Dvridvlcarboxamido>Dtienvn.3.(2. 
benzvlamino-3.4-dioxocvclobut-1 ■envlamino^DroDanoic acid 
10 Benzylamine gave the title compound (Img) 

HPLC-MS (Conditions B) Retention time 2.37min MH* 539 

EXAiUIPLE 296 

fffSU3-r4-(3.5-Dichloro-4-pvrid vlcarboxamid o^phenvn-3-r2-f3- 
15 (dimethviamino\DroDvlamino\-3.4-dioxocvciobut-1-envlamino1 
propanoic acid 

3-(Dimethylamino)propylamine gave the title compound (O.Smo^ 
HPLC-MS (Conditions B) Retention time 1.89min MH+ 534 

20 EXAMPLE 297 

(/?S)-?-r4-(?.$-Pighl9rp-4-pyrWy|gart>PxgmMg)phgnYll-3-r2'f?- 

isoproDoxvDroDvlaminoU3.4-dioxQcvciobut-1-envianninolDroDanoic 
acid 

3-lsopropoxypropylamine gave the title compound Mmo^ 
25 HPLC-MS (Conditions B) Retention time 2. 3m in MH+ 549 

EXAMPLE 298 

f/?SW3.r4-(3.5-Dichtoro-4-Pvridvlcarboxamido)phenvn-3-r2-(3- 
ethoxvpropvlamino^3.4.dioxocvclobut.1-envlaminolpropanoic acid 

30 . 3-Ethoxypropylamine gave the title compound (2mg) 

HPLC-MS (Conditions B) Retention time 2.23min MH* 535 

EXAMPLE 299 

fffSW3.r4./3.S.Dichioro.4-pvrldvlcarboxannido^Dhenvn.3.r2-f2. 
35 methoxvethvlaminoU3.4.dioxncvciobut-1-envlamino1proDanoic acid 

2-Methoxyethylamine gave the title compound (O.Smg) 
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HPLC-MS (Conditions B) Retention time 2.16min.MH+ 507 
EXAMPLE ?QP 

f/?S>-3-r4-f3.5-Dichloro-4.DvridvlcarboxamidotDhenvn-3-r2-f3- 
5 methoxvproDvlamino\-3.4-dioxocvclobut-1.envlaminolDroDanoic acid 

3- Methoxypropylamine gave the title compound (O.Sma) 
HPLC-MS (Conditions B) Retention time 2.18min MH* 521 

EXAMPLE 301 

10 fffS)-3-r4-f3.5-Dichloro-4-Dvridvlcarbox amido>phenvn-3-f2- 

cvclobutvlamino-3.4-dioxocvclobut.1 -envlaminoipropanoic acid 
Cyclobutylamine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.28min MH* 503 

15 EXAMPLE m 

f/?S>-3-r4.(3.5-Dichloro-4-pvridvlcarboxamido\phenvn-3.f2- 
cvclopropvlamino-3.4-dioxocvclobut-1-envlamino^propanoic acid 

Cyclopropylamine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.19min MH* 489 

20 

EXAMPLE 303 

ff?SW3-r4-(3.5-Dichloro-4-pvridvlcarboxamido)phenvn-3-r2-f2- 

fben2vlthiotethiv!amino^-3.4-dioxocvciobut.1.envlamino1proDanoic 

acid 

25 2-(Benzylthio)ethylamine hydrochloride gave the title compound (0.5mg) 
HPLC-MS (Conditions B) Retention time 2.46min MH+ 599 

EXAMPLE 3Q4 

(f?Sl-3-r4-(3.5-Dichloro-4-Pvridvicarhoxamido^phenvn-3-r2-f4.n.2.3- 
30 thiadiazol-4-vnbenzvlamino\.3.4-dioxocvclobut-1-enviamino1 
propanoic acid 

4- (1,2,3-Thiadiazol-4-yl)ben2ylamine gave the title compound (2mg) 
HPLC-MS (Conditions B) Retention time 2.38min MH+ 623 



35 



EXAMPLE 305 
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/l?SU3-r4-f3.5-Dichloro^.Dvridvlcarboxamido>Dhenvn-3-/2- 
cvclohexvlamino-3.4-dioxocvclobut.1 .envlaminoteropanoic acid 

Cyclohexylamine gave the title compound (0.5mg) 
HPLC-MS (Conditions B) Retention time 2.39min MH* 531 

5 

EXAMPLE 306 

r/?St.3-r4-r3.5-Dichloro-4-Dvridvlcarboxamidotohenvn-3-r2-DiDeridinvl. 
3.4-dioxocvclobut-1-envlaminolDroDanoic acid 
Piperidine gave th e title compound (2mg) 
1 0 HPLC-MS (Conditions A) Retention time 2.32min MH* 517 

EXAMIPLE 307 

ff?SW3-r4-f3.5-Dichloro-4-pvri dvlcarboxam ido^phenvn-3-f2- 
thiomorpholino-3.4-dioxocvclobut-1-f>nvlaminoteroDanoic acid 

1 5 Thiomorpholine gave the title compound ( 1 mg) 

HPLC-MS (Conditions A) Retention time 2.32min MH* 535 

EXAMPLE 308 

f/?S>-3-r4-f3.5-DichlDro-4-pvridvlcarboxamido^phenvlV3-r2-/4-methvl- 
20 1.piperazlnvM.3.4-dioYocvclobut.1.enviamino1propanoic acid 
1-Methylpiperazlne gave the title compound (3mg) 
HPLC-MS (Conditions A) Retention time 1.93min MH+ 532 

EXAMPLE 309 

25 (/?S>-3-r4-f3.5-Dichloro-4.pvridvlcarboxamido^phenvn-3-l2- 
diethvtamino-3.4-dioxocvclobut-1 -envlamino\propanoic acid 

Diethylamine gave th e title compound (2mg) 

HPLC-MS (Conditions A) Retention time 2.29min MH* 505 

30 EXAMPLE 310 

ff?SU3-r4-f3.5-Dichioro-4.pvridvlcarboxamidotohenvn-3.r2-M- 
pvrroltdinvH-3.4-dioxocvciobut-1 .enviaminolpropanoic acid 

Pyrrolidine gave the title compound (1mo> 

HPLC-MS (Conditions A) Retention time 2.24min MH+ 503 

35 

. EXAMPLE 311 
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/P<t\-3-f4./3.5.Dichloro -A-DvridvlcarhnYamido^Dhenvn.3-r2-f4-ethvl.1- 
pippra?invlU3.4.dioxocvclobut-1 -envlaminolproDanoic acid 

1-Ethylpiperazine gave the title compound (1mg) 
HPLC-MS (Conditions A) Retention time 1.94min MH* 546 

5 

PXAMPLE 312 

fPSW3-r4-f3.5-Dichloro^-pvridvlca rboxamtdDlphenvn~3-r2-(4- 
fhvdroxvproDvtM.piDera?invn.3.4-dioxGCVclobut-1- 
pnvlaminolpropanoic acid 
10 1-Piperazinepropanol gave the title comoound (3mg) 

HPLC-MS (Conditions A) Retention time 1 .93min MH* 576 

EXAMPLE ?13 

(ff«?|.3-f4.r3.S.Dichloro-4.|avridvlcarbo»amido^phenvn.3-r2-f1- 
15 piperazinvn.3.4-dioxocvclobut.i -envlaminolDroDanoic acid 

Piperazine gave the title compound (4mg) 

HPLC-MS (Conditions A) Retention time 1.92min MH* 518 

FXAMPLE 314 

20 fR5;^-3-r4-f3.5-Dlchloro-4-pvridvlcarbox amido^phenvn-3-f2-rfS>~3- 
dimethvlami no-1 -pvrrolidin vl U3 4-dioxocvclobuM - 
cnvlaminolpropanoic acid 

(S)-3-(Dimethylamino)pyrrolidine gave the title compound f3ma^ 
HPLC-MS (Conditions A) Retention time 1.92min MH+ 546 

25 

EXAMPLE 315 

(/?St-3-r4-(3.5-Dichloro-4-pvridvlca rboxamido^phenvn-3-r2-((/?SW3- 
dlethviamino-1 -pvrrolidinvn-3.4-dioxocvciobut-1 - 
envlaminolpropanoic acid 

30 3-(Diethylamlno)pyrrolldine gave the title compound (3mg) 
HPLC-MS (Conditions A) Retention time 1.95min MH* 574 

PXAMPLE 316 

(P«?V3-f4-f3.5.Dlchioro-4.pvridvlcarboxamido)phenvn-3-f2- 
35 butviamino-3.4-dioxocv ciobut-1 -enyiamlno^propanoic acid 

Butylamine gave the title compound fO.lmg) 
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HPLC-MS (Conditions A) Retention time 2.33min MH+ 505 
EXAMPLE 317 

fPS).3.r4-f3.5-Dichloro-4.Dvridvicarboxamido>Dhenvn-3-(2- 
5 Dentvtamino-3.4-dioxocvclobuM -envlaminoteroDanoic acid 

Pentylamine gave the title compound (Img) 

HPLC-MS (Conditions A) Retention time 2.40min MH* 519 

EXAMPLE 31 98f /?St.3. r4^3.5.Dichloro-4- 
10 Pvridvlcarboxamidotehenvn.3-r2.ffPSU2.butvlamino^-3.4. 
dioxocvclobuM .envlaminolproDanoic acid 

1-Methylpropylamine gave the tit|e compound ^2ma^ 
HPLC-MS (Conditions A) Retention time 2.31 min MH* 505 

15 EXAMPLE 319 

f/?S>-3-r4-r3.5-Dichloro-4-pvridvlcarboxamtdo>phenvn-3-r2. 
isobutvlamino.3.4-dioxocvciobut.1 .envlamino^propanoic acid 

Isobutylamine gave the title compound (2mg) 

HPLC-MS (Conditions A) Retention time 2.31 min MH* 505 

20 

EXAMPLE 320 

fffSU3-r4-f3.5-Dichloro-4-Dvridvicarboxamido>Dhenvn-3-r2-<N-methvl- 
N.isoproDvlaminoW3.4-dioxocvclobut-1 ^nvlaminolDroDanoic acid 
Methylisopropylamine gave the title compound (2mg) 
25 . HPLC-MS (Conditions A) Retention time 2.3min MH+ 505 

EXAMPLE 321 

ff?St-3-r4-f3.S-Dichloro-4-pvridvlcarboxamido)phenvi1-3-r2-fN-ethvl-N- 
methvlaminoW3.4-dioxocvciobut-1 -envlaminoloropanoic acid 
30 N-Ethylmethylamine gave the title compound (0.2mg) 

HPLC-MS (Conditions A) Retention time 2.24min MH+ 491 

EXAMPLE 322 

lf?SU3-r4-f3.5.Dichloro.4.pvridvlcairho»amidotohenvn-3-r2-fN-methvl- 
35 N-butvlaminoU3.4-diQxocvclobut-1-eiwiaminolProDanoic acid 
N-Methylbutylamine gave the title compound (0.3mg) 
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HPLC-MS (Conditions A) Retention time 2.38min MH+ 519 
EXAMPLE 323 

(ffS)-3-r4-(3.5-Dichloro-4-Dvridvtcarboxamido)Dhenvn-3-r2-fN-ethvNN 
5 (pvridvlmethvnamino1-3.4-dtoxocvclobuM-envlaminolDroDanoic acid 

4-(Ethylaminomethyl)pyridine gave the title compound (Img) 
HPLC-MS (Conditions A) Retention time 2.01 min MH"^ 568 

EXAMPLE 324 

10 3-f4-f3.5-Dichloro-4-DvridvlcarboxamidotohenvlV2-f2-isoDropvlamino» 
3, 4-dioxocvciobut-1-envlamino)prop-2-enoic acid 

Derivatised resin 6 (I.Og) was treated with the Intermediate 44 (0.4g. 
S.Ommol) and a catalytic amount of dirhodiumtetraacetate in toluene 
(lOmi) at 1200 for 2.5h. The resin was then filtered and washed with DMF 

15 and DCM to give resin bound a-(2-methoxy-3.4-dioxocyclo-but-1- 
enylanriino)diethylphosphonoacetate. This resin was then treated with 4- 
(3,5-dichloro-4-pyridylcarboxamido)benzaldehyde (0.53g, I.Bmmol) and 
diazabicycloundec-y-ene (DBU) (O.lg, 1.2mmol) in DCM (5.0ml). The 
mixture was agitated at ambient temperature for 72h then filtered and the 

20 resin washed thoroughly with DCM. A 90mg portion of this resin was 
treated with 2-propylamine (0.045mL. O.Smmol), in DCM (0.2mL) and 
MeOH (O.BmL). The mixture was agitated at ambient temperature for 16h 
then filtered and washed thoroughly with DCM, MeOH, DMF, MeOH and 
DCM. The resin was treated with 50% trifluoroacetic acid in DCM (2ml) for 

25 3h with agitation and then filtered. The resin was washed with a further 
portion of DCM (2ml) and the combined filtrate was evaporated in vacuo to 
give the crude product which was purified by preparative H PLC to afford 
the title compound (0.9mg). 

30 HPLC-MS (Conditions B), Retention time Z29min, MH* 489 

The following compound of Example 325 was prepared in an identical 
manner to the compound of Example 324. using the starting material 
shown. 

35 

EXAMPLE 325 
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3-r4-f3.5-Dichloro-4-Dvridvlcarboxamido^phenvn-2-f2- 
cvclobutvlamino>3. 4>dtoxocvclobuM-envlaminotoroD-2-enoic acid 

Cyclobutylamine gave the title compound (0.4nnQ^ 
HPLC-MS (Conditions B). Retention time 2.33min. MH+ 501. 

5 

The following assays can be used to demonstrate the potency and 
selectivity of the compounds according to the invention. In each of these 
assays an ICso value was determined for each test compound and 
represents the concentration of compound necessary to achieve 50% 
10 inhibition of cell adhesion where 100% = adhesion assessed in the 
absence of the test compound and 0% = absorbance in wells that did not 
receive cells. 

g^pj^ lnteorin-dependent Jurkat cell adhesion to VCAM-la 
15 96 well NUNC plates were coated with F(ab)2 fragment goat anti-human 
IgG Fcy-specific antibody [Jackson Immune Research 109-006-098: 100 ^1 
at 2 ^ig/ml in 0.1 M NaHCOa, pH 8.4], overnight at 4^. The plates were 
washed (3x) in phosphate-buffered saline (PBS) and then blocked for 1h in 
PBS/1% BSA at RT on a rocking platform. After washing {3x in PBS) 9 
20 ng/ml of purified 2d VCAM-lg diluted in PBS/1% BSA was added and the 
plates left for 60 minutes at RT on a rocking platform. The plates were 
washed (3x in PBS) and the assay then performed at 37° for 30 min in a 
total volume of 200 \x\ containing 2.5 x 10^ Jurkat cells in the presence or 
absence of titrated test compounds. 

25 

Each plate was washed (2x) with medium and the adherent cells were 
fixed with 100|il MeOH for 10 minutes followed by another wash. 100^1 
0.25% Rose Bengal (Sigma R4507) in PBS was added for 5 minutes at RT 
and the plates washed (3x) in PBS. lOO^il 50% (v/v) ethanol in PBS was 
30 added and the plates left for 60min after which the absorbance (570nm) 
was measured. 

g^Bj Inteorin-dependent JY ceH adhesion to MAdCAWHa 
This assay was performed in the same manner as the a4(Ji assay except 
35 that MAdCAM-lg (150ng/ml) was used in place of '2d VCAM-lg and a sub- 
line of the p-lympho blastoid cell-line JY was used in place of Jurkat cells. 
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The IC50 value for each test compound was determined as described in 
the a43i integrin assay. 

rr^Pj ^ Intearin-dependent K562 cell adhesion to fi bronectin 

5 96 well tissue culture plates were coated with human plasma fibronectin 
(Sigma F0895) at S^g/ml in phosphate-buffered saline (PBS) for 2 hr at 
370c. The plates were washed (3x in PBS) and then blocked for 1h in 
lOO^il PBS/1 % BSA at RT on a rocking platform. The blocked plates were 
washed (3x in PBS) and the assay then performed at 370C in a total 

10 volume of 200^1 containing 2.5x 10^ K562 cells. phorbol-12-myristate-13- 
acetate at lOng/ml, and in the presence or absence of titrated test 
compounds. Incubation time was 30 minutes. Each plate was fixed and 
stained as described in the a4Pi assay above. 

15 r/mP 2"^^P^"^^"* human polvmorphonuc lear neutrophils adhesion to 

96 well tissue culture plates were coated with RPMI 1640/10% FCS for 2h 
at 370c. 2 X 10^ freshly isolated human venous polymorphonuclear 
neutrophils (PMN) were added to the wells in a total volume of 200^1 in the 

20 presence of 10ng/ml phorbol-12-myristate-13-acetate, and in the presence 
or absence of test compounds, and incubated for 20min at 37^C followed 
by 30min at RT. The plates were washed in medium and lOO^il 0.1% (w/v) 
HMB (hexadecyl trimethyl ammonium bromide. Sigma H5882) in 0.05M 
potassium phosphate buffer, pH 6.0 added to each well. The plates were 

25 then left on a rocker at RT for 60 min. Endogenous peroxidase activity 
was then assessed using tetramethyl benzidine (TMB) as follows: PMN 
lysate samples mixed with 0.22% H2O2 (Sigma) and 50^g/ml TMB 
(Boehringer Mannheim) in 0.1 M sodium acetate/citrate buffer, pH 6.0 and 
absorbance measured at 630nm. 

30 

fxllb/B^ -dependent human platelet aoareQation 
Human platelet aggregation was assessed using impedance aggregation 
on the Chronolog Whole Blood Lumiaggregometer. Human platelet-rich 
plasma (PRP) was obtained by spinning fresh human venous blood 
35 anticoagulated with 0.38% (v/v) tri-sodium citrate at 220xg for 10 min and 
diluted to a cell density of 6 x lO^/ml in autologous plasma. Cuvettes 
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contained equal volumes of PRP and filtered Tyrode's buffer (g/liter: NaCI 
8.0; MgCl2.H20 0.427; CaCl2 0.2; KCI 0.2; D-glucose 1.0; NaHCOa 10; 
NaHPO4.2H20 0.065). Aggregation was monitored following addition of 
2.5|aM ADR (Sigma) in the presence or absence of inhibitors. 

5 

In the above assays the preferred compounds of the invention in which 
is an a4 integrin binding group, such as the compounds of the Examples 
generally have IC50 values in the oaPi and a4p7 assays of 1 \iM and 
below. In the other assays featuring a integrins of other subgroups the 
10 same compounds had IC50 values of SO^M and above thus demonstrating 
the potency and selectivity of their action against a4 integrins. 

The following assays may be used to determine the ability of compounds 
according to the invention to inhibit ayPs and ayps function. 

15 

avP3 -Dependent Direct Binding Assay 

96 Well NUNC immunoplates were coated overnight with a non-blocking 
anti-p3 monoclonal antibody at 2 ^g/ml in Dulbecco's phosphate buffered 
saline (PBS) and subsequently blocked with 5% 9w/v)BSA in PBS (Sigma, 

20 fraction V) for 60 min. at RT. After washing in Tris-buffered saline (TBS: 
20mM Tris/150 mM NaCI, pH 7.5), plates then received 100^1 of a lysate 
prepared fromn JY cells and were incubated for 3h at RT. The lysate was 
made by lysing JY B-lymphoblastoid cells at 5 x 10^ cells were ml in TBS 
containing 1 mM MnCl2,1% (%) BSA/0.1% (v^M Tween 20 and were 

25 incubated for a further 2 hours at RT. Inhibitors were titrated into the 
fibronectin prior to addition to plates. After washing, streptavidin- 
peroxidase (Amersham) at 1:500 in TBS/1% (^/v) BSA/0.1% (v/v)Tween 20 
was added and plates incubated for 1h at RT. Finally 100^1 TMB 
substrate was added and Absorbance (630nm) measured after 10-15 

30 miunbutes. IC50 values for inhibition of adhesion were calculated on the 
Activity Base curve fitting programme. 

avP3 -Dependent Ceil Adhesion Assay 

This was a modification of a published method [Stupack ef a/.. Exp,. Cell. 
35 Tes. 203. 443-448 (1992)] and employed the JY cell line. These cells are 
maintained in RPM1 1640 + 10% FCS + 2mM L-glutamine and, when used 
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for assay, were washed in assat medium (RPMI 1640 + 10% FCS), 
suspended at 4 x 10^/ml in the same medium and pretreated with a 
blocking monoclonal antibody to CD18 (6.5E. F(ab')2 fragment) for 10 min 
at RT. 96 Well NUNC immunoplates were coated with 100^1 2.5uk/nl 
5 human vitronectin in PBS per well for 2h at 37^C\ they were then washed 
2x in PBS and blocked with 1% (w/^) BSA in PBS for 60min at RT and 
washed 2x more in PBS. 2 x 1-^ JY per well were added to wells 
containing compounds serially titrated across the plate and, finally, 
phorboM2-myristate-13-acetate at lOng/ml was added in a final volume of 

10 200^il. After incubation at 37 for 30m in, non-adherent cells were 
removed by washing 3 x in assay medium, adherent cells were fixed in 
MeOH and stained with 0.25% (w/y) Rose Bengal in PBS for 5 min, 
unbound dye was removed by 3 further washes in PBS and cell-bound dye 
was released with 1:1 PBS:ethanol. Absorbance at 570nm was then 

15 measured. IC50 values for inhibition of adhesion were calculated as 
described above for the direct binding assay. 

avPs-Dependent Cell Adhesion Assay 

This assay was based on a published method [Koivunen et al, J, Bio. 

20 Chem. 268. 20205-20210 (1993)] and employed the human colon 
adenocarcinoma cell line HT-29. HT-29 Cells were routinely maintained in 
DMEM + 10% FCS + 2mM L-glutamine and were removed from flasks 
using trypsin/EDTA. washed 2x in assay medium and suspended at 4 x 
lO^/ml in the same medium. The cells were allowed to Yesf for 15 min. at 

25 RT before being added (2 x lO^/well) to wells containing compounds 
serially titrated across the plate in a final volume of 200^1. The 96 well 
NUNC immunoplates had been coated with human vit ronectin as 
described above for the avp3 assay. After incubation at 37^C for 60min. 
adhesion was assessed as described above for the ayps assay. 

30 

In the above assays the preferred compounds of the invention generally 
have IC50 values of 1jiM and below. 

The advantageous clearance properties of compounds according to the 
35 invention may be demonstrated as follows: 
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Hepatic clearance, whether metabolic or biliary, can make a substantial 
contribution to the total plasma clearance of a drug. The total plasma 
clearance Is a principal parameter of the pharmacokinetic properties of a 
medicine. It has a direct impact on the dose required to achieve effective 
5 plama concentrations and has a major impact on the elimination half-life 
and therefore the dose-interval. Furthermore, high hepatic clearance is an 
indicator of high first-pass hepatic clearance after oral administration and 
therefore low oral bioavailability. 

10 Many peptidic and non-peptidic carboxylic acids of therapeutic interest are 
subject to high hepatic clearance from plasma. Except for drugs which 
function in the liver, hepatic uptake from blood or plasma is undesirable 
because it leads to high hepatic clearance if the compound is excreted in 
bile or metabolised., or if the substance is not cleared from the liver, it may 

15 accumulate in the liver and interfere with the normal function of the liver. 

The total plasma clearance of a compound according to the invention can 
be determined as follows: 

a small dose of the compound in solution is injected into a vein of a test 
20 animal. Blood samples are withdrawn from a blood vessel of the animal at 
several times after the injection, and the concentration of compound in the 
bleed or plasma is measured using a suitable assay. The area under the 
curve (AUCiv) is calculated by non-compartmental methods (for example, 
the trapezium method) or by pharmacokinetic modelling. The total plasma 
25 clearance (CLp) is calculated by dividing the intravenous dose(Div) by the 
AUCiv for the blood plasma concentration - time course of a drug 
administered by the intravenous route: CLp = Djv ^ AUCiv 

When tested in this manner, compounds according to the invention are not 
30 rapidly or extensively extracted by the liver and have low total plasma 
clearance where low is defined as less than 10 ml/min/kg in the laboratory 
rat (Sprague Dawley CD). This compares favourably with functionally 
equivalent integrin binding compounds in which the squaric acid 
framework of compounds of formla (1) is not present. 



35 
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CLAIMS 

1 . A compound of formula ( 1 ): 



1 

R-N ^L^Alk^),^^ 



(1) 



wherein 

R1 is an integrin binding group; 

R2 is a hydrogen atom or a Ci-ealkyl group; 
10 L'^ is a covalent bond or a linker atom or group; 

n is zero or the integer 1 ; 

Alk'i is an optionally substituted aliphatic chain; 

R3 is a hydrogen atom or an optionally substituted heteroaliphatic, 

cycloaliphatic, heterocycloaliphatic. polycycloaliphatic, polyhetero- 
15 cycloaliphatic, aromatic or heteroaromatic group; 

and the salts, solvates, hydrates and A/-oxides thereof. 

2. A compound according to Claim 1 in which is an a4-integrin 
binding group. 

20 

3. A compound according to Claim 1 or Claim 2 in which R"* is a group 
of formula Ar*" L2Ar2Alk-. where Ar'* is an optionally substituted 
aromatic or heteroaromatic group. is a linker atom or group. Ar^ is 
an optionally substituted phenylene or nitrogen-containing six- 

25 membered heteroarylene group and Alk is a chain from: 

-CH2-CH(RK -CH=C(R)-, -CH- or -C- 

I II 
CH2R CHR 

30 where R is a carboxylic acid (-CO2H) or a derivative or biostere 

thereof. 
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4. A compound according to Claim 3 in which Alk is a chain selected 

from 

-CH2-CH(R)-, or -CH- 

I 

5 CH2R 

5. A compound according to Claim 4 in which R is a carboxylic acid 
(-CO2H) group. 

10 6. A compound according to any one of Claims 3 to 5 in which Ar^ is an 
optionally substituted 1 ,4-phenylene group. 

7. A compound according to any one of Claims 3 to 6 in which Ar'* is an 
optionally substituted phenyl, monocyclic heteroaromatic or bicyclic 
1 5 heteroaromatic group. 

B. A compound according to Claim 7 in which Ar^ is an optionally 
substituted pyridyl and pyrimidinyl group. 

20 9 A compound according to Claim 8 in which is a -C0N(R5)- group 
where R^ is a hydrogen atom or an optionally substituted Ci.6alkyl 
group. 

1 0. A compound according to Claim 9 in which R^ is a hydrogen atom. 

25 

11. A compound according to Claim 7 in which Ar^ is an optionally 
substituted 2,6-naphthyridinyl and 4-quinazolinyl groups. 

12. A compound according to Claim 11 in which is an -O- or -N(RS)- 
30 group where R^ is a hydrogen atom or an optionally substituted Ci- 

ealkyl group. 

1 3. A compound according to Claim 12 in which R^ is a hydrogen atom. 
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14. 

5 15. 
16. 

10 

17. 

15 18. 
19. 

20 20. 

25 
30 



A compound according to any. one of Claims 1 to 13 in which L'' is a 
-N(R^)- group where is a hydrogen atom or an optionally 
substituted Ci^ealkyl group. 

A compound according to Claim 14 in which is a hydrogen atom or 
methyl, ethyl or n-propyl group. 

A compound according to any one of Claims 1 to 13 in which L'^ is a 
covalent bond. 

A compound according to any one of Claims 1 to 16 in which n is the 
integer 1 and Alk'' is an optionally substituted straight or branched 
Ci-ealkylene chain. 

A compound according to Claim 17 in which Alk^ is a -CH2-. 
-CH2CH2- -CH2CH2CH2-, -CH(CH3)CH2- or -C{CH3)2CH2- chain. 

A compound according to Claim 18 in which R^ is a hydrogen atom. 

A compound according to Claim 3 of formula (2a): 



wherein -W= is -CH= or -N=; 

R'*^ and R'^^ which may be the same or different is each a hydrogen 
atom or group -L^(Alk2)tL^(R^)u in which: 

is a covalent bond or a linker atom or group; 
Alk^ is an aliphatic or heteroaliphatic chain; 
t is zero or the integer 1 ; 

is a covalent bond or a linker atom or group; 
R"* is a hydrogen or halogen atom or a group selected from optionally 
substituted Cvealkyl or C3.8 cycloalkyi, -OR^ [where R^ is a hydrogen 
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atom, an optionally substltued Ci-salkyl or C3-8 cycloalkyi group], 
-SR5, -NR5r6 [where is as just defined for R5 and may be the 
same or different], -NO2. -CN. -C02R5, -SO3H, -SORS. -SO2R5, 
-SO3R5, -OCO2R5. -CONR5R6, -OCONR5R6, -CSNR5r6. -C0R5. 

5 -0C0R5, -N(R5)C0R6, -N(R5)CSR6, -S02N(R5)(R6). -N(R5)S02R6, 

N(R5)C0N(R6)(R7) [where r7 is a hydrogen atom, an optionally 
substituted Ci-ealkyI or Cs-scycloalkyI group], -N(R5)CSN(R6)(R7) or 
-N(R5)S02N(R6)(R7), provided that when t is zero and each of 
and is a covalent bond then u is the integer 1 and R^ is other than 

10 a hydrogen atom; 

and the salts, solvates, hydrates and N-oxides thereof. 

21 . A compound according to Claim 3 of formula (2b) 



LVAIkl)„R3 




15 ^ (2b) 



vi^erein R^^ is a hydrogen atom or a group -L^(Alk2)tL*(R4)u in which 

L3 is a covalent bond or a linker atom or group; 

Alk^ is an aliphatic or heteroaliphatic chain; 
20 t is zero or the integer 1 ; 

is a covalent bond or a linker atom or group; 

R4 is a hydrogen or halogen atom or a group selected from optionally 

substituted Ci-ealkyI or C3-8 cycloalkyi, -OR^ [where R5 is a hydrogen 

atom, an optionally substitued Ci-ealkyI or C3-8 cycloalkyi group], 
25 -SR5, -NR5r6 [where R^ is as just defined for R5 and may be the 

same or different], -NO2. -CN, -COzR^. -SO3H, -30R5. -SOzR^, 

-SO3R5, -OCO2R5. -CONR5R6. .OCONR5R6, .cSNR5R6. -C0R5. 

-0C0R5. -N(R5)C0R6. -N(R5)CSR6, -S02N(R5)(R6). 4J(R5)S02R®. 

N(R5)C0N(R6)(R7) [where R7 is a hydrogen atom, an optionally 
30 substituted Ci-ealkyl or Cs-scycloalkyI group], -N(RS)CSN(R6)(R7) or 
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-N(RS)S02N{R6){R7), provided that when t is zero and eac*i of 
and is a covalent bond then u is the integer 1 and is other than 
a hydrogen atom; 
g is zero or the integer 1 , 2. 3 or 4; 
5 and the salts, solvates, hydrates and N-oxides thereof. 

22. A compound according to Claim 3 of formula (2c) 

r2 




wherein R^^ is a hydrogen atom or a group in which is a covalent 

bond or a linker atom or group; 

Alk^ is an aliphatic or heteroaliphatic chain; 

t is zero or the integer 1 ; 

15 is a covalent bond or a linker atom or group; 

R4 is a hydrogen or halogen atom or a group selected from optionally 
substituted Ci-ealkyI or C3-8 cycloalkyi, -OR^ {where R5 is a hydrogen 
atom, an optionally substitued Ci-ealkyI or C3-8 cycloalkyi group], 
-SR5, -NRSRS [where R^ is as just defined for R^ and may be the 

20 same or different], -NO2. -CN, -COzR^. -SO3H, -SOR^. -SO2R5. 

-SO3R5, .OCO2R5. -CONR5R6, .OCONR5R6, -CSNR5r6, -COR^, 
-0C0R5, -N(R5)C0R6. -N(R5)CSR6. -S02N{R5)(R6), -N(R5)S02R^, 
N(RS)C0N(R6)(R7) [where R^ is a hydrogen atom, an optionally 
substituted Ci-ealkyI or Ca-scycloalkyl group], -N{R5)CSN(R6)(R7) or 

25 -N(RS)S02N(R6)(R7), provided that when t is zero and each of 

and is a covalent bond then u is the integer 1 and R^ is other than 
a hydrogen atom; 

g is zero or the integer 1 , 2, 3 or 4; 

and the salts, solvates, hydrates and N-oxides thereof. 
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23. A cxjmpound which is: 

{S)-344-(3.5-Dic*ilorcMl-pyridylcarboxamiclo)phenyll-2-{2- 
propylamtno-3,4-dioxocyclobut-1-enyl)amino]propanoic acid; 
{S)-344-{3,5-Dichloro-4-pyridylcarboxamido)phenyll-2-(2-t-butyl-3.4- 

5 dioxocyclobuM -enyl)amino]propanoic acid; 

(S)-344-[(6,7-Dimethoxy-4-qunazolinyl)amino]phenyl}-2-{(2-/\/,A/- 
diethylaminO'3,4-dioxocyclobuM-enyl)amino]propanoic acid; 
(S)-3-[4-{[2,5-Naphthyridin-1-yl]amino)phenyl]-2-[{2-A/,A/- 
diethylam(no-3,4-dioxocyclobuM-enyl)amino]propanoic acid; 

10 (S)-3-[4-([6.7-Dimethoxy-4-quna2olinyl)oxy]phenyl]-2-[(2-A/,A/- 
diethylamino-3,4-dioxocyclobuH -enyl)aminolpropanoic acid; 
(S)-344-([6J-Methoxy-4-quna2oiinyl]amino)phenyl]-2-[(2-A/,A/- 
diethyiamino-3,4-dioxocyclobut-1 -enyl)amino]propanoic acid; 
(S)-3-[4-([2.6-Naphthyridin-1-yl]amino)phenyll-2-[(2-A/,A/- 

1 5 dipropylamino-3,4-dioxocyclobut-1 -enyl)amino]propanoic acid; 

(S)-3^4-([2,6-Naphthyridin-1-yl]oxy)phenyl]-2-[(2-W,W-<liethylamino- 

3,4-dioxocyclobuM -enyl)amino]propanoic acid; 
(S)-3-[4-([2,6-Naphthyridin-1-yl]amino)phenyl]-2-[(2-piperidin-1-yl-3,4- 

dioxocyclobuM -enyl)amino]propanoic acid; 
20 (R)-3-[4-{3,5-Dichloro-4-pyridylcarboxamido)phenyl}-3-[(2-A/,/\/- 
diethylamino-3,4-dioxocyclobuM-enyl)amino]propanoic acid; 
(SV3^4-{[2.6-Naphthyridin-1-yl]oxy)phenyl]-2-I(2-/\/,A/-dipropylamino- 

3,4-dioxocyclobut-1 -enyl)amino]propanoic acid; 
(S)-3-[4-([2.6-Naphthyridin-1-yllamino)phenyl]-2-[(2-A/,-ethyl-A/- 
25 isopropylamino-3,4-dioxocyclobut-1 -enyl)aminolpropanoic acid; 

and the salts, solvates, hydrates and NnDxides thereof. 

24. A pharmaceutical composition comprising a compound according to 
Claim 1 together with one or more pharmaceutically acceptable 
30 carriers, excipients or diluents. 
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